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(57) Abstract: A nitrogenous fused-ring derivative represented by the fol- 
lowing general formula (I), a pharmacologically acceptable salt thereof, or 
a prodrug of either. They have human SGLT inhibitory activity and are use- 
ful as a preventive or therapeutic agent for diseases attributable to hyper- 
glycemia, such as diabetes, postprandial hyperglycemia, impaired glucose 
tolerance, complications of diabetes, and obesity. [In the formula (I), one of 
R 1 and R 4 represents a group represented by the following general formula 
(S) (wherein R 5 and R 6 each represents H, OH, halogeno, etc.; Q represents 
alkylene, etc.; and ring A represents aryl, etc.) and the other represents H, 
OH, amino, etc.; R 2 and R 3 each represents H, OH, amino, halogeno, op- 
tionally substituted alkyl, etc.; A 1 represents O, S, etc.; A 2 represents CH or 
N; and G represents a group represented by the following general formula 
(G-l) (wherein E 1 is H, F, or OH and E 2 represents H, F, methyl, etc.) or 
the group represented by the following general formula (G-2).] 
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S G L T 2 (J- h U # Afe#'l4^;i/3"XfimW 2 ) #^EU ZlcDS GLT 2 

wo tib^:^ 7 mm o ^n&, t h s g l t 2 ^ist§ c £ (3 «t 
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jcm 3 : r fofrm • mrnmn j , 2001^11^, ii3# ( ^ 
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en Tia-« (i) ^mzn&m&^nmmmimrM^(DMmmtyzn$ 
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C^T.)lir-)m. C^T)l*^)lM, C H 7J^^yS, C„7)]/tr—)\stt>- 

c m 7jwws. c H 7;i/-y^;^tS> ad (c,. 6 t;ww »> ad 
(c,_ 6 r;io=^» ad (c^r)i-^n^) «> tKn^y (c H 7;i/^ 

(C,. 6 7JWl/ft) C H 7Jl'3+y*Jl^^l'S« c 2 _ 7 r;io^>#.n^~ 

a- (c,. 6 t;1/^;w s, c 2 _ 7 x;i/D^>#;i^:=ui/ (c„7J^-Ji') c 2 _ 7 r 
.;!/:□ ^>-#;ufc;p (c,. 6 T;i"D^>) c H 7Aa+y,t.n^-ji' (c,. 6 t.^ 
15 c^t^^mjI/^-y -;i/S> c,. 6 t;i^;W7;;i^— -u- 

V-W-N (R 1 ) -Z, X^»m*<hL-TTIH«^ai¥a^e»M^$n§{i* 
©S$l~3WL'TViT , fe«fcViTi3»^S (i) ~ (xxv i i i) T$> 0 ; 
(i) C W0 7U-;H, (i i) C H0 7U-il/- O-, (i i i) C H0 7'J-^ 

-s-, (iv) c 6 „ 10 tu— (c w 7j^;i/) ^ (v) c 6 . l0 ru-;i/ (c,_ 6 

20 T;i/D^Ff» (v i) C M0 TU-;i/ (C H 7JWi'ft) & (vi i) 

□ 7'J-JH, (vi i i) ^fn/U-J^-O-, (ix) / \rD7U S 
(x) / \t07'J — )V (C,. 6 T;i^;P) (xi) ^n7'J-)V (C,. 6 T 
;|/D^» (x i i) ^P7U-JI/ (C,^7Jl4iVft) 1, (x i i i) 
C3. 7 y^D7.)WH, (x i v) C 3 .,y^D7Jl4.)l^-0-, (xv) C 3 . 7 v-^ 

25 D7,W-S-, (xv i) C 3 .,>^D7.i^Jl/ (C H 7M.)V) 1, (xvi 
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i) C H >^D7J1/^J1/ (C,_ 6 T;i^3^>') (xv i i i) C W '>^DTJW 
)V (C^TJM^l/^) (x i x) ^n>^D7J^JVS, (xx) 
>^D7M;i/-0-, (xx i) AfPy^amJhS-, (xx i i ) ^\ 
fnyi7n7W (C,_ 6 y,>Mr;K> (xx i i i) ^P^>^D7» ( 
5 C^T^n (xx i v) Afny^n7J^ (C H 7J^)^t) » 

, (xxv) ^mmm^7^y&> (xxvo ^sm^7$; (c,_ 6 x;Mr;i' 
) (xxv i i) ^mmmxr^j (c,,7j^^>» ix« (xxv i i i 
) ^mmmr^y (c,. 6 t;i/^;p^) s 

10 T&D ; 

ute, -o-, -s-x«¥^TabO (fBL> U^-0-X«-S-(D^ 

V«, 7Ki?S£WLWTfcJ;^C 1 _ 6 7;MrU>S, C H 7Jl'^^k>SXtt 
miS^T^D ; 

15 Wte, -CO-, -SO-, -C (=NH) -X«m^-a-T$»D ; 

Zte, ^iziLT, zk3!tJiH\ c 2 . 7 r;m^v*A^n.;i-», C 6 . 10 TU— )V (C 
2 . 7 y;i/3^v-.*;i/^n;i') -R\ -cor\ -so 2 r b , -co 

N (R c ) R D > -CSN (R c ) R\ - S 0 2 NHR A Xte- C (=NR E ) N (R F ) 
R G T$)D ; 

20 R\ R\ R c &£/R D te, $n£L-T, zKSWJn TEB&SS£/3#>£iiiR£ns 

1 ~ 5 f@W It^Tfei^C ,. 6 T;i^;^, XUTtmWk&M a ^ 5>j1 
^^n^fimCDS^l-smt-T^Tfe^V^TIBfi^S (xx i x) ~ (xxx 
i i ) T&Q ; 

(xxix) C H0 7'J-JH> (xxx) ^D7'J-JH, (xxxi) C 3 . 7 
25 >^PT;WkSX^ (xxxi i) ArD D7JI4JH 

M$n§ffil0l^ 1 ~ 3 fit bTt^t J;^I1jC75 ; S^Mb ; < 
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r b «, c ^ .,7,)^^^y*;^fc)^s 1 c,. 6 T;^;i/x;u*n;i/T5y», c 6 _ 10 

7'JHWM-Jl'7a;S, TiBH&SS/3;fr£^£n£#lc<D£& 1 — 5 fin 

l~3fl!WLTt<vr ! b«kV>TiaSI0!a (xxx i i i) ~ (xxxv i) T&D ; 
(xxx i i i) C 6 . 10 TU— (xxx i v) AfD7'J- (xxxv 
) C H y^P7A4.)HXti (xxxvi) AfD^D7JWVS 

R\ R F RtKR G «, ffiiELT, 7jcm/l^> y7;S, fiJW^^jm, C 2 _ 7 T 

io c 2 _ 7 r;U3^v.^;i^-.;^ c 6 . 10 7U-Ji' {c^t )Vu^ts 

) ^, - hoi, c,. 6 7.j^jw;^jI'S, #;i-a^=- K-r;i<- 

7J^.)Htab§^ ; ifcUte 

q«> -c,_ 6 r;MrU>-, -c^tvi^-i^-, -c^r^—i^--, - 
c H6 r;i/^>-o-, -c,. 6 t;i^1/>-s-, -o-c^rn^uy-, -s 

-C,. 6 T;^^>-, -C h 7J^I/>-0-C h 7JI4P>'-> -c,. 6 t;^1/ 

20 >-s-c,. 6 r;i^w>-> -con (r 8 ) -n (r s ) co-> -c,. 6 t.^ 

+ |/>-CON (R 8 ) Xtt-CON (R 8 ) -C,. 6 T.M.'^rl/>-Tfag)D ; 
. SAtl C H0 7U- .)l/SXttAfP7U-Mt^§) 

T^$tl5STfe!3, ffi7W> 7K^M^, 7«S, 75/S, Aa-y>JM^ C,_ 6 

25 r;i/+;i«> c,. 6 T.no^^»> ->7ys, ^)^+yS> c 2 . 7 t;io=^v*;u# 
nji'K, *;p/t^-r;kSs t/xtev* (c,. 6 t;l^;i.o ts/S> ad (c,_ 6 x;i/ 

tFn+y (c l . f) T;^;v) & vT/ (c H 7JWW & 
~> (c,. 6 t;i^;1/) c 2 . 7 r;io^r->^;u^— ;p (c,. 6 t;i^;w s> t^a^e 
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) T3. J (C H 7M;W ad (Ch^I/h^^) S, hHo^rv (C,_ 6 y;i/ 
I, #;w^>' (c,. 6 T;i/3^x) c h 7;io^>'*ji^^jI' (c,. fi 

5 tyxfr/ (c,.,7;^w 75.; (c,_ 6 7;m^» c M y^D7M 

C H y^D7Jl4.)^^yS, C H ^P7^ (c,. 6 T;i-^;W S> X 
ttC H y^D7W (C,. 6 T.JUr3^>') It^O ; 

io ;i/S, ^a^e-oi^ tyif^ (c,_ 6 T;^;k) 7s;s> ad (c,_ 6 x.n^ 
m> tFD+y (c,_ 6 t;ww >-t/ (c,. 6 t;W!/) ^ ft;^^ 
(c,_ 6 t;Mf-;0 c 2 _ 7 y;io^v#ji^-;i/ (c M r;^;w ak ft^A^e-r 
;p (c,_ 6 x;m^k> s> 75; (c m t;u^1/) t/x^y (c,. 6 t,'WW 
75/ (c,. 6 t;I/^;w ad (c^yjin^) tnn^y (c,. 6 t;1/d 
15 a> *J^y (C,. 6 T;kn^~» S> c 2 _ 7 T;i/D^v#;kfc.n/ (c,_ 6 / 

;i/n^rv) tiling )\-< (c,. 6 T;wn^-» x> 75/ (Cveyji/n+v-) S 

, t/Xtty (C M 7;i4;W 7^; (C,. 6 T;lo^v) C H y^o7J^ 
C H y^7J^M^yi, C„y^D7;Wl' (C H 7JWW S> X« 
C 3 ,y^D7J^ (C,. 6 T;UD^rv) iTi&D ; 
20 A'teu O, SX^NR'tfeO.; 
AH^ CHXiiNl!$D ; 
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OH 

,. 6 T.H^;i/) 



ad (C H TJl-'n^y) hFn+y (C H 7JWI/) & C 

7s; (c,_ 6 y;i^;i/) 75/ (c H 7Jta^y) t/xtev 5 (c,. 6 t;p 
io 7$ys, t/x^y (tFn^> (c H 7.iw) ] 75/«, c^tji 

^e-r.n^, W-CON (R H ) R 1 

15 adt->i^ tKs?s, 75y^> c,_ 6 7jpp4^>;:k> c,. 6 t;^;p^«> ap 
(c,. 6 t;lo^>) ap (c^yjv^Jitt) S> tHn^> (c,_ 6 7;!/d^ 

5» i, kFD^> (C H 7MJW) 75/ (C,_ 6 7;i/P+>') 75 
y (C,. 6 7JI/^W) S> ^/XlSy (C H 7;^;W 75/4 t/Xtty c 
kHn^> (C,. 6 7;l/^r;i/) ] 757S, ^WF*, XA-7 7 5HS> t/XIl 
20 (C H 7J14J0 ^WFl, tyxtiy CtKP^>' (C,. 6 7;WP) ) "7V 
-f t/XSy (C, 6 7JWW t;X«y CbHP^v' ( 

C, 5 7J^iW ] X^7 7 5hm C H 7yJl'75;S, 75/ (C H 7y^75 

7) ^ c,. 5 7j^j^jv*-jh, c,. e 7;^M;^-;i/75ys, ^a^e 
-r.n- (c H 7.)^ji/Xj^zA'75y) #;M$3r*>2k c 2 _ 7 7;i/p^>#.n^ 

25 ~.H-S> -CON (R H ) R\ m*M&W&&mafrZmfo-Zn2>i3:M<Dm% 1 ~ 
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3ffia^rLTHTfcckV>~F83Sift£ (xxxvi i)~(x xxxvi ii) ; 
(xxxvi i) C 6 .| 0 7'J"iH. (xxxvi i i) C C . I0 T 'J — )V— O — > ( 
xxx i x) C 6 . I0 TU-;U (C,. 6 T;Urmr'» (xxxx) C H0 7U-Jl/ (C 
H 7.)^J^t) (xxxxi) ^tD7'J-JH> (xxxxi i) AfD 
5 7'J-^-O-, (xxxxi i i) C^v^ □7;!/^;^ (xxxxiv) C 
H y^n7J^l'-0-, (xxxxv) AfDy^7^)H, (xxxxv 
i) A 1 fOy^P7.)l4.)l-0- 1 (xxxxv i i) SI^75/SX(1 (xx 
xxv i i i ) ^#M^75yS 

10 1 ~3 MbT^tfcj;^C l . 6 7.)^VStS§^ ; sfcWS 

CD«& 1 ~ 3 fitLTViTfe<j;^iS^7$ / S«l ; 

7K^S, 75 7S, C,.^.)^^^ An (C H 7;^+*» a 
15 , tFn^y (C,_ 6 T.JVn^5» 75/ (C,_ 6 7;io^ S, t/Xf^ ( 
C,. 6 T;WU) 75/1, t/X^y CtHn^v (c,. 6 T;^;i/) ] 7578, 

"hfe x;V7 7 5HS, tyx^y (c,. 6 7;^0 vWFl, t;x« 

ChHD^v (C,. 6 T;i/^0 ] #WF3£, ^/Xtty (c,_ 6 7;ww 

^/Xi^y ChHD^v' (C,. 6 T.il/^;i/) ] ^7t5HS, C 2 _ 7 7 
20 >-;WT5/*> 757 (C H 7W5/) S> C h 7J1/+J1/X)^^JH> C,. 6 

> #;M^>^ c 2 . 7 T;i/3^r>'.'7j;i/^-;i/^ r^-i iimmf- con ( 

R J ) R K 

25 ;\n^r>& tK^S, 75/-1, c,. 8 7.)V+;i'S, c,. 6 T;kn^>^ ;\n (c 
H 7;WH -AD (C,_ 6 T;Un^~» I, hFD + y (c h 7;^jW c 
H 7J^+y'*J^^JP (C, 8 7JWW tFD+y (C H 7;^ + y) 
75/ (C H 7J14JW 75/ (C,. 6 7;i/n^v) t;X«y (C,. fl 7;i/ 



WO 2005/085265 



PCT/JP2005/004152 



11 

7^/S> t/X^ [tFP^> (C N 7JWW ) 7571, C^TJl 

^-fMR^-CON (R J ) R K 
5 R'RC/RHi, ffiilLT^ zMSJgC^ X«7»», t/Xliy (C 

^$n-sfi^c^**i~30^tTViT ! bJ;Vic 1 . 6 T;i/^;i/ST^^^ ; gsswa 
mm&$g&isxmmr?%>&mmThmz, 7mm, t^/s, ^;x«y (c 
,,7j^.)W rays, c,_ 6 :r;wi<«> tFD+y (c,_,y;Mr;w s> c 2 . 7 y 

[2] Q/W^l/>X, X^l/>X> -OCH 2 - -CH 2 0- -S CH 2 - 
Xtt-CH 2 S-T$5> MSB [1] lB«(Z)|i^-\^P^If«{*^7t«^CD^S^ 

15 mzftmznzm, t^ne^^oH^^^; 

[3] Q#SX^l/>ST&£, fufB C2] samco^^T-p^M^sfc^© 

[4] Q^y^i/>«T^>§, tuia [2] mm^m&^ummmfo&rcit^o 

20 [5] R'RtfRW tRsSIM^ 7K^S> An^>Sf, C,_ 6 T;i/^ 

c H 7.^y-;i'i, c 2 _ 0 T;i/^x;i/», c,_ 6 t.^p+>«. c 2 _ 6 T7>rx;i/ 

C H 7J^i^tl, .C H 7J^^I/ftl, AP (C,. 6 TJW1/) X, 
AP (C H 7J|/n+y) 3£, AP (C H 7,)^;i^t) & hHD^> (C,. 6 T;P 

25 «tKP^> (C H 7^;i/ft) HUfB [1] BBfc<9$f ^7=^18^8 

[6] ^A^>if>-^x«tf g tffiB [i] ~ [53 mmom-e? 
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[7] Gi)tt 




OH 



~v^nz>&~r:fc&, mm en ~ [6] t^mom^^ummmimrz^oD 

[8] itfffB [1] ~ [7] CD^n^l2«!cCDM'&^n^BfS#^/t«^-©mii^ 

[9] toia [i] ~ [7] (DMnfrmmom&^nmmmfa&rcte^oMM^ 

[10] S G L TidtS G L T 1 WXttS GL T 2 fufB [9] fB*c<Z> 
thSGL T^f mMM ; 

[11] ft^lfilTOWJT^^, MfB [ 9 ] fBHc© hhSGL Tfg&BB^RI ; 

15 [12] mm$mzmmT&mm<D^ffixummm-t!&z>, mm [9] las^t 

[13] ^«i(Et®H-r^^S^\ film Mtg^fr, IE 

20 mmmfafc&&zMmfrbfe&mfczMfczn&mm-c$>2>* mm 11 21 mm<D 
thsGL Tmm&wm ■, 
[14] mmm^i%m^mmm^(Dfmm±Mx-&z>, mm [9] iBiccoths 

GLT?g'[4|5fl^J ; 

[15] £iJ^«^»JT&£, ttrfB [8] SBm©Emm^#i ; 

25 [16] ^iJ^^»ft-»JT-fe^>, tufB [ 9 ] fB«ScC7) thSGL T^ttlfi^J ; 
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[i 7] tufa [i] ~ [7] (Dmn^zmmom^^ammmi^rz^om 
[i s] mm [i] ~ [73 oMnwztm<Dm&^ummmfo&tcte^:<DM 
[19] jftjuuwjefcjeEg-r*^®^ ftH*ii6s#. «^0t§^«, jie 

io smiftiiii^j;t^ja^s^s^e>a^$ns^ST?**, wtrtB [i s] fB*c<D 

[2 o] MSB cu ~ [7] <z)fpin^^ia*coii-ar^p^i?i^*^fe^©m 
g^Wtefl^sn^tfk ^^*n6©^p F^^£^>a&#f 

is [21] &&&m&fflfflm<Dmmmmm&mig'?2>fr®e>* ^raa m ~ [7] 
[2 2] ^iM^^st-s^ 

mm [i] ~ [7] o^^fciamoiie^^natK^^fctt^^aia^w 
[23] BjiaisffitceH-rs^a^ tss-^ mti^^ »m*n4^#3£> ib 

i^^tt^^wm^s^^^^MiR^n^^s-rab^, tuts [22] tarn© 

25 M ; 

tuiB ci] ~ [7] o^rt^zmmom^^ommmimrM^mmm^z^ 
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[2 5] -T >X U >iSS'l4ii^> *Sf9ftiRMF3& tf^T+-T K3j£> < >X U > 
S G L T 2 -Y >7s U >Xte-f >X U :=f 

5p^-H£i iii.*^ v^^> ; ;i/^^^-if i via^m, yo^o^Pvo- 
-*777^- tfias^ 7;k#l — x-tfx*;x7T^"ifia«^> tf;ktf>^ 
tf - 3 isa^ ^;k^^>i«^^h-k ^kW>tti^7/^K 

1 £Ok# zf>m^7°?- H-17 n*X7>; h , 75'JX 75 U 

^ > if c r -75 y s&mg^ r > d? d r - ^ k-^-mj^a?^ 

>W>^^h, fe?H^NF-/cBifE 5&M«{t:l#*ia«^ AT— 
Tir^;Hb- a - U >^ 1 — 7->7 H - >^7/^— izlSW^ -f >X U >fi)55cS 

>\ E GB — 7 6 1, tf^D^Jk Xaf»F, Y-128, lh^, JIT^ 

J3 S -7F W->J >S§#73~-7 K 7y.^3X>^AA : 3 I/Xfn 
-;i/Tv';i/*^^ia§^> ynr/n-;k ¥l^J^7^73'-7h, 

20 n kx5=-p-;«iKifl^. u />°-if mnm. s^nv-Ah u -y utuHh7> 

mm, 3k7fP- )\sx.7^)WfcT&$>>n>7mmwk, ^mun, t>^^>>- 
25 >^m^mi5a«^, 4"I4x>f^t/^— truism* r>^^y^yi 

& ^S^A^rC^ iM'fcSSWJ^ **K'I«JEE^ a 2 
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t&s» mm [8] v5&<Dmmm.j&yn ; 
[2 6] ■i>xv>mmmnmm, mmmmm, vpn-i \*m* -<>xu> 

Mffiii^, SGLT2 jgteKBSik -f >X U >Xte-T >X U 3 
5 >S#f£T :xxx K OX U if* !l&3& h U ^^J)V^y° 

*X77^- if- 1 Bffi§3& ^Uxr>^X*U^-iflMm ^;i/3-X-6 

-^x^T^-ifia^, i — x-Ex^x^r^-HfifiSi^ tf;i/tr>K 
io ^»n^-if- 3 is*H£, ^ >m^9- h - i , ^>#^^ h 

>w>^^k te?H?NF-/cBi§E N— 

15 a-iJ>^b-7v"yH- i^y^-if -f > X U >*£/&ft 

fife&B^, ^;|/-^>-fH##:, <XU^>\ 5-kFn^y-l-^ty>K 
X EGB-76L k't^Pt.Jk XD^vF> Y- 1 2 8, ltiSH, *HT^S 

20 -g-'tK /3 3 -T H W-U »73'" X K ys/;i/nx>if-r AA : al/XrD 

7>X7x7-ifR&^, X^^k^^SIM*^ iKIfcfiU3tf®fig§#Ji& 
25 & ^3f>» < Mff-m®:*S, ± h U ^A^gflMM^ h ^>X^-^-|fi 

^ nkx^a-;i/xx^;pitfeM^>/\ o ^[a«^> &mmm> t>> ; ^>>- 
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m, *)v*svj>&&m, jtw^mm&m, ^mmmmm> *mmi£M, a 2 

xfcZs mm [9] mmoh fsglt^m^j 

#?<&D©m s g l t 2 ?gttRa*ai> -r > x u >x«-r >x u >im»> =f 

^--tfi immm, ^y^^ji^y^^-^ivmrnm, y°u^>?-ny> 

i -mm*. sfM^ym^?*^ f- i k 7^u >> x$ u >muw, 

15 T-r>^r^— ifCBiSIS, r - 75 y»»S$ft7 ^FU>7A^ 

>^ji/7>^toh, K?HfNF-/cBPi§i, mnmrnimmmmm. n- 
r-fe^Hb- a - u >^ h-7y7 f - ^^y'^—vmmm, -r >x u >hsj&s 

jjjcSH^ fc^-^Si V U 5-tH n^>— 1 -*^)Vt$?> Y-i 
20 >, EGB-76L tf^r^D^K XPr^H, Y-128, lkift& }HT3i£ 
, h Hn^r->^^WJ^ax>+f-f AA«7tg§^|S^m 7^:/^-F^b 
j3 3 -X Fl^-'J >S^f*Txf-X F> 7yJ^X>1fVAA : 3 VTsrV 

-)iTz/)immmmmmm, y°ny*n-jw ^m^n^y^mky^-y, k 

zi U7s^n—)l<mnRWM, U A°— tflfi^, 5 7 a V— A F U -fe U F F y > 
7>77x7- if|fi§^> ^^71/>^»*ffif*, f£f±fiU^Sfi^#^ 
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tsffiM, x> Hiru >mmmmwm> x>Htu>^#:7>^^xh, mm 
m, *>.)v>»?&mtms M/gtmimBm. z&mmmmm. *mmsm. <* 2 

T&-rr§££^£&£, Msa [17] sa«co^«jfiL««$ij^ ; 

[2 8] -f >X U >^'l4ii^> fcW^FIk -f >X U > 

ftmMmm, sglt2^ii§i, -f>^'j>x^>x'j>»> y;k#p* 
>&m&7 y^zi-Ts K -r >x u >^f*3^~ tf«3g, h u 

10 if I I ISt^ ^^^yJK^^- if I V|M^> ^a^-f >^p->> 

*x 7 t- ^ —if - 1 b ra^ ^ u n y > u ^ — tf - 6 

-^x^T-37-ifiasm> x;i^ l — x- tfx^xxr^— tfissm t?;nf>m 
xfc h'nyt- iflfiW^> fffl*#r££*^ D-Mn-f/v l — ;k y>Jny> 

^s^i^^— if - 3 issn, y;i/^j^>*n^^ h- i , i/jiti^ym^y^ h 

15 1 -ISW, y^^>i^H-17r]-Xh, 75'JX 75U>W*, 

75u>7^xk TfrF-xMTmmmmm, m^mihmm^mmm, x°p 

X EGB-7 6 1> tf^P^EJk XP^r^vF, Y- 1 2 8, iHUgg, yJlT^g 

25 -;PT~>;^»^ia#^, ^D7*n-;k ¥tK^ji/t>g^73-x 

3 kx t- □ - « U A— iflfigm 5 X D y - A h U y U -te U H h 7 > 

xxr-xw-r >is«3i, u^v-y^— -vmmm* tui-^y/vi^b-oi-b 
7>x7x7-t?s§E x^Tu>^^mia*m, fatbau^agwi^ 
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tmMs x.>^j>mtmmm.mm, x>f^u>^#:t>^:xxxk mm. 
5 Ms tuw>^A^im. it^mm&M, zzmwmmmm, a 2 
-r Fi/xu>sw#:rpxxK tn^im mm^mmm, mmmm^mm 

TEt-z-'tzzLtfr mm [i 8] tm^mMMmzmmTzmmo^mxte 

10 C 2 9 ] -f >x u >j&gttts®3& »WJ.«lj£> e^T^-r -f >X u > 

s g l t 2 ^tissui, < >x u >x«-r >x u >mm&, p* 

>S##T >^ P* XX h , >'X U — -iff WM, V U vVl^T/ 

^y-if i i vtwww??-?—' iz i via$^> x°p^-r >^n-» 
*x7t^- if- 1 Bi^i, yy 3^>*x^u ^-ifiasm. XVI/P-X- 6 

rt h nyt- if lasm, immommm, D-^n^/yh y u p y > 
if- 3 mmm^ t/M^ym^^F-i, tfM^ym^^F 

>^;i/7>^^-xh, rafNF-K. Biasm s&K»m®iJitifi«m n- 

25 X EGB-761, tf^P^Jk XPf+v F, Y - 1 2 8> ih^, : MTM 

, h Kp^->^^;i-y;^u;ixPx>if-rAAfi7c@#*iM«^ x^-x^-h^b 

-a-#J> |3 3 -7H>i-U>^7^-Xh, T5/;i/PX>-tf-r AA : 3l/Xfa 
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7>z7x.7—vm.mm, X77u>t?&mmm.wn, mtmo^mm^m^mm 
>mmmmmm. «x>F^:7W-ifis^m yyv^yyyi i&m* 

^, #;i/v"?A3£ta3£, ifa^i^WEIg, 3S$li«M3^ 4««EE3ii, a 2 

Ttft^TS MSB [19] BB<ft©ii»«SI6S##0»^^©^iaih 

75tfe; 

C3 0] ^ffi«»Jffl(DE^I^^MMT-t>fea6co, (A) MSB [1] ~ 

15 ^wa^nso/p h ^ v ?\ *5«ktf (b ) oxu ^gra^ti^ mots 
& tf-yy^-r -r >x u >^«its, s gl t 2 ?Ef£R&*a&, -r >x u > 
xte-r >x u >is»> p>^#t p'xx k -f>xu 
-iffij«> hu^7°^v;i/^y^^— tf 1 S^^vVl-^'W-if 

ivim^> ^of^^D^x^T^- tf- 1 &mmn. ^>j3y>^ 

X77 * — t?Basas, tf;nf >tT th*D yt-fi^i, mm^.m.mm, d - 
/ >- h-;k ^y^ii^t-if- 3 mmm. ^>m^y° 

.9- H- 1 > -^;l/*^>fl^y^ F 1 if)^%^>W^f^ H— 1 TP-X 

>^»> 75U >'7n^7 K 7)V H— X«7EB**MFlk 
25 3&*$S^jg'tl£/&IS*lg> 7/p :r< > if C T-7^; f&g^gsffcT 
>^ p*~X K 7^ h U 7 A 3^ >^)V7 y$> P—X h , flg^H-^N F-kB 
llSlftlllll, 7V-Tir5P.Mfc- a- U h-yyy H->^^^- 

if >x u 1 , ifa/j^s^ss^ 
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^>-l-^)lt.^>'b^>\ EGB-761, tft^D^k XDf^yK 
Y— l 2 8 > iHm iSTF3k t HD^~>^^;^;i/^U;Pnx>if-fAAjS75^ 

5 PX^+F-fAA : ni/Tv^P-.^T^l/SiES^ia*^ 7°n^3-)k ?W 
^R^fr/^h, PkX^P-;i/®Wl$lg, 'J A°— if IS#H£> 5 7p 
V-A h U t'JHh7 >X77-^nH >lfi«H> U ^v^V— tfffl.*^ 

>^t->> > I I S^fefenm x> H-k >J >3£tfcSMHI&£Flk x> FizU >S 

ox (a) mib [i] ~ [7] (Dmn^ztm(D^^ummmit^rc.^cDm 
m^mztmtsnzm., m^^n^coy°u^^y^\ (b) -f>xu>i 
20 motj.*^ Hi, -f >x u y^m^mm. sglt2 

-r >x u >%.mk*-r-* mwm, v u ^^^t/^-- tf i i ia*m, ^ 

i, ^Up^t>*7<*U t>— &m!&M> if)Vn— 7-6-^777^- t?MFl& 
25 ^;i/^7 I — 7-t*7*77 7 cS 7 — if \d)V\d>mrf^ F if IfiSlfg, 

TOff £lfi*^ D-#-fPlV^b — ;k ^ U P y J5£@f^7"-if - 3 s» 

m, ifMziym^y'^^-i, ^;i^p>=ft^7>H i -y.n/#p*>*i 

^7°^ H - 1 73-7 K 75'J>\ 75U r$ >J >Trixx K T;V 
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r-r^y mm^mi^T y*? b , i- b u ^ a^-v >*;i/7 >^ xfx x h , 4s 

H-^y^^-ifia*^ ^>XU >fiifcft!»- I > Jfil/J^Sl^© 
5 EFP, jfR/J^fi^*H^M»> ±^i!IBT> ttl^fiHf, #;id5P>^» 
#:> tfUv^X 5-hHa^>'-l-^^h^>h^X EGB-761, tf^E 
^D^e;k XDt^>H, Y-128, it$2i£» iHTH, tFD^^^^M 

io 3i> 7°p ^h-;k mn%^)v^: y^fay^-x KnkxrD -omissus, 
u^^>^>— tfia«^> fiji-?->/vm b^( )Vb^yxy^-^m.mm, x 
mrnrnm, j-bvvA^mmmb^y ~m.nm, ^i/xfD-ji^^f 

miasm x>Ftij>«7>'^p-xh, fiMSk ^;i-->^a^^ jto.^ 

mmm&Wi, MIIll, ^{E'lWjm a-THl/tUVf^^ 

[32] is»tis^#©^m^^ffia±ffl©^m^^s»5t^sfe*©^ 
(a) mm en ~ [7] ©Mn^fctEm©i!B^^D^^^fc^(Z)^s^ 
mizm^zn&m, ^^ne©yot<7^^ (b> -f>xu>i§tt 
mmm, mmmmm, -r >x u >^^{E3t^> s g l t 2 sh* 

yxvy&mfa^i—^mmm, b u ^y^^^^^-if 1 iiasm 

if I VMFlk 7°P^f >fDy>^7 7^-t- 1 B|fi«m 
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■7 1 — 7 - ¥7*7 7t$> -if tf.^ t: >8t t K D tf |S«3i£, Jtf* 

ff^ia^ d-.*k o-r y ^> h-;k y u nx^^wp^x— tf- 3 
^.M^>m^7°^ k - i , ww^m*??- f i y;i^=f>#^y 

5 XM7c^lfl«m> ^Wfb»£fi£Mm ^Df^f >*x- ifCESSk r- 
-7^/®m%Wi*T>?3-7b, thU^t>W>^a^h, fe^H 

fNF-KB mmmmmmmmn, N-y^Mt- a - u >7 b - r 

10 U> ? >, 5-hHn^>-l-^t^>K>, EGB-76 1, tf^D^E 
;k XDj^>F, Y-l 2 8, ifci83& ilTi, 

D7'3-Jk ?*«*JWE>S«ft:7J-X h, nl/X^P-^JlXia*^ UA° 

mm, ±buoA^mmmb^>7^-^-m.mm, 3Wfo-;nxf;H!5 

25 &f&W\Z&^X* C H 7JWHi:H ;Wl/S> x^VS> 7d hVH, -f V 
•7°Pt 0 A«, ^^36, s e c-X^;l/«, t e r t -7^)im, 



WO 2005/085265 



PCT/JP2005/004152 



23 

ymxu-c^rn^u *9-u>m, x^u->s, hv*^u>m, 
v"7^v >at, rfu\*v i, i-> ; ^ ^,n-x^ v >mmommtk i~6© 

n/£±iaC 1 _ 6 T;i/^;^^V^ 0 ytKn+y (C,. 6 T;W1/) 2, 3- 

ykFn^y7°Dt'JH, 1, 3 -i?t h 9 D+y- 2 -y°n t°;i-S^©x-o <737KM 

C^l/P^Site, ^ h^yS, Ih^>& 7*D^yS, -fy/D^ 
15 7* h ^>«> -f V y h 3r v'S, 5 e c - 7* h^yS, fer £ - 7 h ^ >'S 

, ^>^l/^>-^ < V^>^l/^5>», ^^^^v^ tert- 

^>^;w-^>'»> A+yj^ys^^i: i ~ 6 (DW.mM^rz\m^nm 

Si«> ^;!//t ; e-r;i^TB^$n^±fEc 1 . 6 T;io^>«^ii-5 0 y^/ (c,_ 6 
«ch«> T^/*-e*^$nfe±BBc l . 6 T;wn^>'S^v^o c,_ 6 y 

x^;i/^X, 7°Ptf.;^^-»> -<y^ntf;u 
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1 - ^T"— 2 - 7*?--)^ 2 - * ^)V7 'J jUiOMit 2 ~ 6 CO 

5 aig^^^^^n^oT^yn^ssv^o c 2 . 6 T;i^ni^>sx«-c 2 . 6 y 
±f3c 2 _ 6 y;i^n;i,<S£^5 0 c M 7j^z;i/t=lrvSilt tf-;i/^v*. y 

U;i^^>K> 1 - 7n^-)^+yI, ^ V7°D^^.WyS, 1 - y^zui- 
^yS> 2 -7r-J^^yI, 2 -*^)V7 U ^^v'S^cDj^lfc 2 ~ 6 co 

i - ^-jhp^S, 2 - y^-ji^m, 2 - ^ ^;i/T u j^tif©Kif 2 

^E/^fcte^ (c,. 6 t;I/^;p). ysy»<h«> ±tEc Hi y;^«T ; Ey»j^$ 

25 (c,. 6 y;i/^.no yay^TBm$nfc±iBc l . 6 y.^;i«^^^ 0 

Xtev 5 (c,_ 6 y;M-;W 75; (c^y^n^^) S<h«, ±12^/*^^ (c 
,. 6 y;i/^;i/) y^y^-eam^nfc±fEc,. 6 y;wi3^>'^&^«5 0 ^e/^fctes? c 

tFP+y (C,. 6 y;i^^) ) 75/IiH ±fEhFD=^> (C^yjMrJk) & 
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m^nfcT^ys^^^o ty^di^ (c,,7,)^jw f>KHSi:H ±ibc 
li^nft^KKS^^. tysfc^ ctFn+y (c,_ 6 t;Mp;W ] w 

5 -f ±83 b HP+y (C W 7JWW S^^Itlsn&^K KSifcU 

teffit<D±f3b Kn^y (C H 7J^JW l^ii^tlfOW FS^l^. 

y ^ KS^^«f£^cD±SBc l . 6 T;i/^;i/ST^B^^nfex;P7 y 

=-FS£^5o' ^y^fcfry CbHn^v- (C,. 6 T;i/^;W ] 5 FXiite 

10 , ±fBbHp^r>- (c,. 6 t;wi/) mx^ymm^nrcxjiyys. Fi^v^fflii 

<£>±|3b FP3r>- (C,. 6 T;i/^.^) ^TvW^^nfcX;!/^-^ K»£^5„ c 2 _ 7 

15 5/*^Vi-5 0 75; (C H 7y^75y) St«, 2-75/7tf JP75/X 
, 3-75/7°Dk°^JV75;»m T^y«TBj^$nfe±IBC 2 _ 7 Tv.^T 
5/»5c C,. 6 7.)Wl--XJl'7^-^'S<i;^ ^)V7,)Vy4~)Vms x^;i< 

20 1 ~ 6 (Dmm^rc.it^^n^(Dy.)i^ji7,)^^jim^: 

v^-5o c 1 . 6 t.h^^t;;Wa|n-;I/T5 /^<htt> ±ibc i . 6 t;I/4 i ;i/7n.^*;^;«-c?b 

, *M^;i'^^>7M-ji/7$;sm #;i//\*^;i/gTS&£ft&±i3 
c h6 7;^^7;i/*-;i'7 5 j o o c { .,t )V^)V^)V^~)VT ( c ,. 6 t 
25 s^a, ±S3c l _ 6 T;t/+;i'7;.^*n;i/7'$yS7rs^$nfc±fBc 1 . 6 r;i/ 

P {C x +T)\>*r)V) mtte, {5ElcCD±|BAPy>m^-ri~3g^^nfe±IBC 1 _ 6 
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fi^o±iBAn^>M^-c 5 i~3e^$n7t±gBc,. 6 7;i^;^?rs^^-5o c 2 . 7 

, ^^>^;i/?r^v'^7.;i/7^-;i'S, t e r t-^y^jvtt^tu^—ji^ *\ 

10 ^>#;i/fc;i/*£^5o c„7J^+j/^;^^i' (c,_ 6 7;wi/) Sin ± 
f3c 2 . 7 T;i/3^^.;^-;i/STS^^nfe±fBc,. 6 T;wi/S^v^c c 2 . 7 t.h- 
p^>'.*?.;i^-;i/ (c,_ 6 7;i/n^v') stit JiSBc 2 . 7 t;1/3+>-.*;p#-;1/Xt: 
em2nfc±f3c 1 _/r;io^>«£^-5o c 2 _ 7 7;up^>77.n^~;i' (c,_ 6 r;Mf 

15 s^ss^s. c 2 . 7 r;i/=i^rv^;i^-;i/ (c M T;udr-;w stu ±t3c 2 . 7 T 

C H v'^ □7J^Jl'SX}iC H y^/ P7M.^ - i(t vy* p:/p vy- 

. c H y^D7.^;W^lill ±fBC 3 . 7 ^^nT;Wl/»TH^$nfe7« 
20 »^Vi-5o C H y^D7.)^.^ (C,. 6 T;P^r;i/) Sill ±f3C 3 _ 7 ^ PXJWI/ 

*-c 5 g^^n/!:±fBc 1 . 6 T;i^;i/S^'/^„ c^y^ur)V^-)V (c^r.^o^v 
) stu ±fBC3. 7 v'^PT^;u»T«Jt$nfe±S3c l . 6 T;i/3^>'»^v^o 
c 3 .,^^Dm.^ (c,. 6 t.h^;p^) ±f3c 3 . 7 v^pr;^.n.'STg 

^$nfe±f3C 1 . 6 T;Wl^^S^^-5 0 a y -^7 D 7 'l/^Jl/SX^f a y y 
25 D7J^-iit ^I'sJnUX ^^f ; e;l/*U>> fh7kFD77>, ^b^fc 
Huh7X T^Uv^, Tif^X k'D'JyX ^fS^V'Jy ; X T-Mr+tVU 
X k^'Jy>\ kT^^X If^yj^X tfPUX ^fS^/'J^^^ 
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~2im&&mmK(Dmfoiz^ts 3-7 ^mmmm^umm, > f u > 

, -f y-f > F U X fh^tFP-OF'JX f h7t H P-f y-Y> F U X ^ 
it t H □ > F U >\ k F o< y -f > F U ^it^las, Hmmc^ 

■^n7W (c,_ 6 x;i/^;k^-) x^teu iM^u^^ur^n^ism.^ 
10 nfe±iBc,. 6 T;w^^^v^ 0 

6Xtel 0©^iii«7K^l^V^o C 6 . I0 TU-;P (C H 7MJW 

, ±IBC 6 . l0 7U-;«l:«^tlfc±fBC l . 6 TA^,n^^V^o C H0 7U-;i/ (C 

,. f 7.)La^y) afettti ±fBC 6 . l0 TU-;i«T! ! «m$tlfe±IBC l . 6 T.^P^v*Sr 

15 ^e> 0 c H0 7'j-)i/ (c.^ta^I/^) ±iBc 6 . 10 TU-;i/S-rem^n 

•5o C 6 . 10 TU-;l/ (C H 7Jlo^y.^J^^0 ±fSC 6 _ 10 X'J-;i^TB 

^^n7t±iBc 2 . 7 T;i/p^r->*;i/^— ;u*^v^o ATD7U"jnx^fn7 

20 U~^-<hJ3u ?7*/-Jk ^-^+f-y—;k -fV^TV— Jk ^fVW7-JK 

-;k tf^y-;k t^^7^/-.)k ?t^7i/-;k r-F^y-;k y^if> 

□ihp£ i ~4m$%&%muft<Dmmz-%& 5xii6iMfiAfnfs, x 
25 &-r>F— ;k <y-f>K— ;u ^/77>, ^v^>v'7 7k ^>y^y 
x>, ^>y^-^ity-;k ^>y^7v-jk -r>^y-;k ^>W5^v- 
;k +;ux -ry^/ u x y&7i?>> ^/^u >\ +t7u >\ >y u > 
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i - r^z^=.)im, i - tf a u t?^ uy/s, i - -r 5 u 

i — r s *v u i - tf □ u tf ^ y u i -Th7V u 

ff»7$yi^^5o flW75; (c,_ 6 7;mvW «<tn ±!B^# 
15 ^^T5y»Te^$nfe±i3c l . 6 T;wi/»^v^o ^tis^j^; (c,„ 6 

TJlo^y) Site, ±IB^S^m^T^yST*j^$nyc±IBC l . 6 T^P^>'* 
&^<5o M»75; (C,. 6 T;W^^) Sill _b|S^r#^m^T^/* 

20 tVtD-f.H^ ^>7WA*, f.erf-yfJ^^yiJJH, tert-7 

;i-> u t u )mm(D-m^zmm^Kmiz^xm^^n^ti)i^>^ 
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29 



E 2a 




E 2a 




OM 
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igi 

5 5 HTOU^-^A^s^fflVi-ru^A^T^^itCctD, stria— «5£ (i i i 

fh7bFn77X ^x^^x-^-As -ene»©ffi^»^ ££^f & c: 
assjmiis- 1 o o°c~mwv&io, Kmmmti^mT^ Mn^m^mm 

, t> S#l#IW~3l#|ifJTij&3. 

10 Ifi 2 

ME-fet (III) Tgsn5ft^4, ^g'l4«4 ] > ffilB— iK5£ (Ga) 

x\t (Gb) -cssnsis^^ h zz.£\z£o, mm— jtes (iv) t 

15 ©SfflgfcKlfif- 1 0 0°C~S^-cr^D> CTBfr H 1^fflT^mf«K«^> K 
I© 3 

MIB-HRS (IV) *C&£ft£'fc'&«&£, H7s/W*-5?I 
^.^x-^-;i/ig#cD#ffiT, h U x^;p>- t> X MJ-f V ?°u \Z)V t> ymoUM 
20 £Jl^TM7tU 7/^— #©#&X&|S^t"S fuIB— JK^C (V) T 

25 IS 4 

ffliB-HHsS (V) 1) A°-> ^Aj^jft* 

^^/\°^S?r7A^M^§fflV^T^MM7nf ot)\ ife<^x 2) «H»£S<£> x^ 
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m^f, I^x^;k 7h7hFD77>, @m 

^Vi§3Bfi-r«ni:**T€rs. £fc> flJBB-HKsS; (ii) ti^nsflj^crt, 

TfB-M (I I a) , (lib) Xtt(IIc) TSSnsft^tt, TfBIfS 



L 2 

(VI) 



3 



115 5 



Q 1 -Q 2 / 

xb 

(VII) \ R e 



(Ila) 



(lib) 



ii9 / 




Xf£8 



(VIII) 



(IX) \ 



(He) 



ao (c,_ 6 y;Wr 



k^t&d, m^^mm^ ad^>s? ( c,. 6 t;^;h 

;W & tFo+y (c,. 6 t;^;w & ytHD^y (c,_ 6 y;M^w a, c,_ 6 
7;vn^yi, c 2 . 7 y;i-3^rv*^#n;i' (c H 7Jl4Jl') *> #;M*3f>' (c,_ 6 
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T&D ; L 4 te-P (=0) (OR 0 ) 2 Xtt-P + (PPh 3 ) s X"T^a ; R°teC H 



^^n§STS0> fw^x^m^, AD^>if, c,. 6 r;i/^;i/», ad (c 
v (c,. 6 t;ww c H y^ D7;^;i/Sx«c 3 . 7 y^ dt;^^ (c^tvi- 



t^n§ST^0, fte^>K^^ AD^>Hf, C H 7;^M, AD (C 

,_ 6 7;i^;]/) tFn+y (c,. 6 t;1/=^;w ytFn+y (c,. 6 T.^;i/) 
c^eTJi/n^v-^ c 2 _ 7 7;i'3^#;^n;u (c,_ 6 x;i/=^i-A #;i/^3r 

15 -> (C ht 7.)V^V) S> C H y^P7KMX«C M > yy- D XA'^.H' (C^T)V 

*)i<) st^o ; r u r^r i5 «, £-t><hfr--jj^)iEiAm'v&v, im^mm 
APf>^, c H 7Ji4JH, ad (c,_ 6 y;m^-) tFo^> (c,_ 6 

•7)V*)V) ytFo+y (C M x;i/3r;l/) S> C Hl 7.)l-a^yS, C 2 . 7 T;i-D 

)V#-)\s (c,. 6 x;i/^;u) s, #;i^^> (c,.,t;^;w s> c 3 _ 7 >^d 

20 7J^JHXfiC H y^D7JI4Jl- (C H 7;i4JW ; 



5 
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tg$n§i^o, m%wyk%M^ /\vtr>m?. c h tkjh, ad (c 
5 V- (c 1hi t;^;u) c 3 .,y^D7;wnxttc H y^n7;^^ (c,. 6 t;1/ 

*rV>-* -C H 7il^-^>'-, -C 2 . 4 T;i/^Xl/>-, -c M 7;i/+u>-o 

-c,. 4 t;^1/>-s-, -c,. 4 t;i/^i->-o-c 1 . 6 tj^^>-x«-c 

,. 4 T;^W>-S-C 1 . 6 T;i/^I/>'- - r^D ;Q 3 tet*XW>XXteX^x:^>g-C 
10 a&0 ; R\ R\ R\ R 6 , A\ A 2 RZmA\mmtm CMM&h-Do ) 
ZOS5 

Mia— *ss£ (vi) T^$ns{b^*stfi3— ^ (vii) 

15 ^X7-< ^-/^y^Av^D'J H^cD/^y-yA^MI^ffl^T, h'JX(2-^ 
3=\>l/:7xx;W zKX7^ >\ h U 7x^MX7^ >^OgB&T<Z>#£ETXte#?¥ 
fiT, h'JX^75>\ TV, iV-^V7°Ptf;i/X^75>, th'J7Afe 

A, 7y{t;-fe>'r>A#©^SC0#&T, RtX3^7{^-^O^ffiTXW#ffiT^ 
20 He c kfcJfcXteMm%iJ&&ftoZ-tlz&K), MfB— IStC ( I I a) TS£tl&<ffc 

, h;i/X>, rh7kHD77>, h>jxf;i'7S>, w-SM V7°n tf;Px 

25 > iisrmtffa-i bmt?*s. 
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X*§6 

mis-is:^ (i i a) T«$ns{tMi*, i) ^fmmm^p, /uw&mm 

h V x.^)VT 5 >, /v, TV— sm v 7°p tf;Px^;i/T 5 >l?oi«o#aTX^ 
ffl^TvM^ PMjl-?Z>ZHz£K), fflaB-«5£ (lib) TS^n^b^KlSrSI 

10 SgflStH, EJ«tfaffifc£te«fc0 5i*ll^ra~2BlfflT**. > ? 

^\ ffi#iB#M~3BIHra&5o 

15 urn 7 

mm— jksc (vi) -cssnsfb"^*, 1) TO'!»^^> /v, n, n' , n 

20 , 2 - v^PtX^ >^Witti©#ffiT, 7^^A$ffi^TGr ignar 
d&Hg&W!SSL'&&, 2) TV, AT->\^)^PA75 KSrfflViT*;^;Wb*r« 
fufB-JM (VI. I I) T^£n5fb^&«jeT5££j&*T*£. 

^CDtM^^^^W^^i^T^, SJSSJmSJfcl) ^*3^T«ilS- 1 0 
25 Ot-IMST, RJfc2) Kl&ViTteilS- 1 0 0°C~S^.T-feD, RJSRflTO 

1 1 i^w-c* 0, as 2 ) tc&^Tteiis 3 0 1 0 ure&So 

HU8 
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teia— (viii) x^n&ik^mtt, ^mmm^^ ymitj-hw^ 

> 7mi£j-bWA, .^U^A t e r t-^b^Y, n-^)WJ^A. te 
r t-^JWJ^V&^OMMVft&TF* flGSB-«5£ (IX) "C&%nz>fc&m& 
JEVvrWi t t i gg)SX(iHo me r -Emmo n s Kfo&fr5 H fcfclj; t> , 

5 Mts-^ die) TS^n^^t/^^B-r^^i^T^^o sjts^fflv^n 

io TbIT^^o 
X*§9 

wia— jkss die) -c^^n^^tf^, i) ^mmm*^ n?wj*m& 

b U 5 >\ M /v- $M 7 7°p tf )lx.^.)ir ^ >m<DiMM(Dft&rFxm¥ 

fflWTvM'S HMTcfo^^^ctD, MIB— JKScC (lib) TS$ns{b^&sa 

25 suis-m; (in Tg$ti5^©^ 4 A'd^itstM^T* o ;A 2 ^mmm 

^T$> 0 ; L'^tKSSJS^T**^^^ TfBXfM 10-11 Xte 12-151: 
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ls tepW«XteX^.H'»T$> 0 ; R'~R 4 «t&IB<hIw|i:^^fe^o ) 
5 Ig 1 0 

MIB-JK55; (X) kkau^a, ^m-fev- 

> ttrts— « (xi) 7?3Sj$ns^^SffliriT5-T;^;Wbt**^<i:tc«j;o* 
tuiB-^ (xii) T^$n^>fb^^M5tf %>zL£&'v i gz>o m^znzmm 

~1 B^lTfeoo 

iii i 
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MiB-iSit (xii) TSsnM^**^ ^&\mm^, #uu>m©#ST 

tm{t;$i±^^i:iCj;D, MIB-« (lid) tg$tl^^>^7i>ll 

xmi 2 

tfria— (xiii) •vmzn%>4t&w&, i) ^t»^4 i > /v m /v' 
, n* -^hr>pWix^i/>^7^>\ ^v*^)iftx*7^\z^<DmnM<D 

10 MTXfi^ftT, ^-^'Jf7A, sec-Wjm tert- 
, 2) /V, iV-^^fjWl/AT^ H^fflViT*.^^.MbT^)iI^(Cj;D, tufa— 

jrs; (xiv) T^$n^{b^^itT^>^i^-e^§o fflv^nsiittT 

fh7tHo77>, yifjU-fJk -ens ££3* 
15 frfS Z £#7?^ KlSfflS^liS 1 ) C^^ttilf- 10 0-0 °CT\ rj£ 2 ) 

jfom&fe&z&v&itez&s &m i ) id*5^Ttt5i^ 3 o #rb~ 5 d , r 

Jft 2 ) ^:fe>^T«5IS 3 0 #fpfl~ 1 B m^fc&o 
XMI 3 

20 MSB— is:^ (x i v) -v&znzfc&m&s wtii«^> hux^rsx 

e r t-7> + yh\ zMWfc;:*- h U ^A^CDitSO^ffiT, MIB— «5S; (XV) Tr 
VI) T^^no^>V > 5 r -^-77 X >|f^#:^gu^t-^>^i:^#Oo ffll^nsi 

h7tFo77>\ ^/-n^ x^/-;k n-^/— ^^fs^fsnt** 
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Igl 4 

t&fB-K (XVI) tg^n?.^^, 7Km^hU^A> 7jc®tfb#'J£A 
^©*l^*KO^TfctP7K^$^:SJli:^<kt), MIB-^ (XVI I) T 

fcjmm*mm'rz>mmoK j s>mm* Kmrnmu^z^^mt^^ mis i mm- 
i ara-ra&So 

Igl 5 

io s&aa-HKss; (xvi i) ti^n^Ms, to^^ i^io^i^ 
ffl^TittKK-rs^ttcfco, Twaa-asss did) ^snsfl^fesKss-r* 

Kjsaigfc: £ \z cfc d s ^\ mst 3 o #ns~ i a & § . 
15 ttriB— flss: (in -e^snste^fooft, l'^tKShs^t^d, r'W 

p^>M^> c,. 6 t;wi/S> ap (c,. 6 t;wi/) X, tFn+y (c ih1 t;v^ 

(c H m;w 1, (c H m;w c 3 . 7 v-/7pt;i/ 

20 ^HX«C 3 . 7 y^nmJl/ .(C H 7W) ST^D, R 9 #C H 7J^H? 
asYb^tt, TSEIgl 6-1 8tc^V^it*rs^<i:feT#§. 
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fitoWzM&igc^ An^>jRf, c,. 6 T;i/^;i'S> ad (c 1hi t;ww a* tn 

L 6 RtXL 7 te> £ % 6 fr—JjtfM gCU MgBrXliMglUiD, ftfc^zK* 

APy>ne\ c M mji*, ap (c,. 6 t;ww & tFP+y (c 

io a^y*Mz;i/ (c, t 7jww a, *.n^^v- (c,. 6 r;mr;i/) a, c 3 . r >-^ 

-c^T^uy-s -c„7j^w>-, -c H 7)^k>-, -c,_ 5 t;u 
^i/>-o-, -c K 7;^i/>-s-, -c 1 . 5 t;1/^1/>-o-c,. 6 t;I/^Ix> 
- > - c ,_ 5 T)V* v > - s - c ,. 6 y;Mr u >— , xra- c ,_ 5 v > - c o n ( r 

R 6 

T^^nsiT&O, ft&^zfORDSC^ AP-^>M^ C,. 6 T;!/^Jl'»> ap (C 
,_ 6 T;WW S, kFD+y (C K 7JI4JW 1, ybFD+y (C,. 6 T;i^;W 
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5 ftii^TK^JM^ /\py>Mf> c,. 6 t;u^;1'S, ad (c, 6 tji4jw a, tn 
□^>- (c ( . 6 t;ww s> hd^> (c,. 6 t;i^;io c H 7;i/3^^ 
c H 7j^+y*.)^-Ji' (c,. 6 y;i/^;i/) #;m^>- (c 1H 7WJW S> 

C 3 . 7 P 7MJHXSC H >'^7 D7M^ (C,_ 6 T;^;i/) S^D ; St A, 
Ai> A2> R2, R3 % R5, R6^R3«MIB<hlWJC«^^o) 
10 IS 1 6 

ituiS— (XVI I I) T^^n§fbM^^> TOttiSJ&tu itiOH^i 

#?SI^>*«> MJftfflftfc if \Z «fc 0 Sfc Slfit 3 0 1 B ^Tab S . 

IS1 7 

MfB-feG (XX I ) -ag<*nsfb£^£, ^ffittSi^, tuIH-M (X I X) 
T^$n*^Ux^-;Uttaii: i E^"ti'<5Jli:fc«fcO, MIB-^iC (XX) 

X@l 8 

25 Suia— ^ (xx) -r^^n^yjio-;!/^^^, ^-iw^, a»XfcMJ 

^^;Wv^>0#ffiT^M7cf SflP^cfcO, tfffB-HKSt (lie) Ti$tl5^> 




WO 2005/085265 



PCT/JP2005/004152 



41 

~1 0|fflT?*S. 

5 itufB^lxjC (II) TS£n&{b-£tfCOI*K (I I f) Tg^n^jt: 




q 5 «, -c,. 6 t;^1x>-t^d ;q 6 «, mmm^, mn^^ -o-c,_ 6 r 

%z>o) Ti^n^STabD, ftfc^\ 7jc&IH=\ tK$*S, Aay>HC 

i/%)i>#~)V&, ts)vn^)vm. =eyx\t>' (c M 7;ww 7^ys, ad (c 

,. f 7.)^jW kHn + y (C H 7;i/^W S> y77 (C,_ 6 T;i/4Vl') S> # 

.^a^e-op (c,: 6 r;M^i/) 7^; (c H 7J^w *> ^yx«> ? (c,_ 6 
20 T)V*)V) ys.y (c l _ 6 /;Mr.no & ad (c,. 6 t,ho^>o tnn^> (c 
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*zs) Ss tyitty (C,. 5 7JI/+JW 75/ (C,_ 6 7;iO^><) & C 3 . 7 v^o 
5 Q - L 

(iC^l 8 ^ m.mmT. jtsti^ svmm^ *>-n<ttzsm, h>-;i^^> 
7mt&, 7571, Aay^, c h t;wps, CuT^^^s, y/yi, 

#.Jl/#3r>'2k CHTJ^^y^jH-Jl/S, #;w^E^.;i/S, ^E/Xtev* (C t _ 6 
10 T)V*)\>) 75/£ AD (C,. 6 T;^;i/) S> tFo^y (C H 7JWW S> 
v7/ (C,. 8 7Jl4iW X, #;W^>' (C,,7W) 2k C,,7J^^yj3^ 

(c H 7;ww s, *;wtt-r;i/ (c,. 6 r;i/^;W s, 75/ (c,_ 6 t;p 
L tyxti^ (c,,7») 75/ (c,. 6 r;^;k) & ad (c,_ 6 

T;PD^r>0 S, tHD+y (C,. 6 T;i/D^v) ftfrtf^zs (C, 6 7^^y) 

15 s, c 2 . 7 T;i/D^>-^;i/^n;i/ (c H 7J^^y) s> ^j^/^-r^ (c,_ 6 7;i/D 

& 75; (C^T^D^v) S> ^/Xtty (C H 7») 75/ (C 
,. 6 7^'D^^) C H yyn7WS, C„y^n7J14^^yS, C 3 . 7 
y^n7W (C K 7J4.W S> XiiC H y^7 07JWV (C,_ 6 7JI/3^y) 

20 If! 1 9 

tuiE-^st (xxr) -v&zn&ik&w&^fm&mm** h u ^a, zk 

.IS— (XXI I) T^$n^^%^li^$-&§^<i:^J;D, WIS— JKSC (I 

i f ) -r^sns'fb^&sstjfi-rsciih^Tf^s. it^jftKijiv^ns^tL 

25 Th7tFD77X N, iV-y^^M.)l'A75F, v^^l/* 

£ fc«fc D mfcZW, illt 1 1 0 RAT* S. 
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o o 

5 MSBMB^(c^^T#e>n^*%^oMf3--^i): (i) ts^n^^iit 

is >> tv, w -> ? ^>> ? ^x9 : -i/>-> ; T5>> 2-75;x^;-;k mjx (t 
r^Bj(DMiB— ^ (i) xmzn%mt>^vmmmi*&<kzt j t<D7°nF7y 
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XtitlloyDHyy^l^^T, MSB— fc£ (I) TS£tl 

ittn 0iJA«\ c 2 . 7 Tv-;i/», c,_ 6 xjio^> (c M 7'>;w) S> c 2 _ 7 r;pn 
^rv'*;i/sj?n;i/ (c 2 _ 7 y->;u) s, CHTj^+^j^-M, c 6 . 10 zu-;i' ( 
c 2 _ 7 T;i/n^^;v#n;p) c^r^^^v- (c 2 . 7 r;U3+v.^;i/^-;i/) g£ 

10 #^#tf^> e mvtys. ymz&^xmm-znz>7°n p^y 

libtn c 2 . 7 t>-;^ c,_ 6 x;io=^> (c„ry;w s> c m t;i/ 

(C H 7y.)V) X, C H 7Jl/3^>'*.)^^l'S, ' C 6 . l0 7U-Jl' 
(C^r )Vn*>-t} )V^~)V) m> c,. 6 r;io^v- (c M 7;Pn^^;P2j?n;i/) 
X. (C^^yJVt+y) *3=-;i/£* 1- (C H /yJ^+y) X^;US, (C 2 _ 7 
15 r^a^^A^x^) l- C (c H 7Jla+y^.)|/#-jW 

x^wak (c„y^D7») ^^;P^x;i/^>'^^;i/X> i- 
C (c M ->^D7JWW ^^^;w#x;i/^^ x^;i/K^£Ws;i£#n? 

tutsc 2 . 7 T^;i^^v^\ c 2 . 7 T;i/3^r^;w#-;i/ (c m t^;w tula 
20 c 2 _ 7 T;i/3^^;i/^-;i/KTS^sn^MIBC 2 . 7 y>-;i/»^v^\ c,. 6 t;I/3^ 
>- (C H 7JI/3^y^M^;W Silt MfBC 1 . 6 T;Pn^v»T«^^tifetfiia 

c 2 _ 7 t;1/^^^;I/^x;1'S^v.^\ (c M 7y;i/t+y) ^^i/S<h«, mibc 
) ifjuirfi mmc^T^jim-co-w^ntc i - 1 FP+yxf;n$^ 

^-n-STO-ii^n/rhFD+y^^H^^^, 1- ( (C M 7^n*^ 

xfMili, ttffBC 2 . 7 T;Pn^r>^;i^-;i/aTO-g^$ 
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h\ (C H y^n7JI4;W t^^^Ji^l't^y^fiHiii ±12 (C 3 . 7 >' 
>7U7)V*)V) ^yAJ^-JHTO-SI^nfeh Ho^y^fjU^l/iK 
1- C (Cj.,y^a7JWW ^4-y^;^-;i/^-^>0 x^;PS<htt, ±SS (C 
5 H y^P7JWW ^-^>'^;i/^-.n^T? o-ff^$nfe l - 1 Ftn^y-x^;^ 

7 ^ h If ^ y s s)Vtt ylO 4 6 &©*K3Ste*Af S b < , >f)V 

io *%0^cDtuiE-is^ (i) £ m-gr^ □ mmmmz* m«\ Ttath 
sGLTixttSGLT2 ffim&wimmmumz&^x* mjitet h s g l t i 

ns^^fas^fj, /MSfc^v^Tffinfc s gl t i mm&mim&wML 

* ^^«Wfll^^T«tlfeSGLT2^4ia$f^ffi^iSb, «ffi©±#^|| 

mm—^ (i) T^^n^it^^a^sf*, -eona^w^^snstKR 

±m* m.mz'm\z&tfz> s g l t i m&m$\zmmz£itfz> sglt2 mmzm 
m«\ mmm* nmmmft* m^m^mm (Mtlu* mm&* wmm 
20 m* n^* mm* t^j&l^) , mm'M* ^>xu>m, m^ikm* itjni/x 

sglt2^'[4im$^ -r >x u >x«^ >7s u >m»> ^;k*7^>£*# 
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yt- *ns»a& mmmmm, D-Mn-ry^h-^ (d-c h iroin 

5 ositol), ny>^^^^—if- 3 ia*m> ?)Vt}-3>Wi^~77-Y 
-1, ^l/^zf>^^K- HM»> ^>#p>^:7 0 5PF-itp*~xk 
T5. U 7*5. U T 5 U >XP-X K TA- K-XMt5P*IM*^, II 

^WiikW^Q (advanced glycation endproducts) 

%.mmm. 7 c dt^ — - tf c lasm, r - x ^ / >& rf-x h 

10 , 7hU'7Aft>W>^^Xh, (B?BfNF-KBi§H, J&KfflElft; 
H^ia*^, A^-T-fe^;Kt- a- U h-T>'^ H- v^"7W— t: (iV- a 
ce ty lated — a— l inked — acid — dipeptidase) IS 
§1, -i >X'J >««H^- K lfiL/«S*i5£S[a^ (PDGF) , ifn/J^S* 
S5cSS^ (PDGF) (MtlU, PDGF-AA, PDGF-BB, PDG 

15 F-AB) > ±^«H^ (EGF) , WI^S^ t!)V^>mm^ ^Uv 5 
X 5-hHD^>'-l-^^t^>'MX EGB-761, fcT^n^M 
bimoc lomol) , XOj^v' H (sulodexide) , Y — 12 8, 

20 a : nwx-T-n— )vr^')vmuu^mmBM. ypyp— ;k wi^i/^^ 

./vis. h-r jvh^y^yx.^-^mm, 7,97v>&$mmmmm. mtmv^ 
mB^mmm, -^ymmmfa. mnmm.mm, thU7A^»^h7 

yy 1 1 ^.mvf%s$}Mk, x>Ftu ymmmmmmm. x> n-t u y&mpr y$ 
=t-*k mmrn* %)\<>"?&&mm> ^mmm&m, zmwrnmrnm. *u 
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io ci <h \z ck o > ±aa^o^^x«m*±ffiira?a^±©wfiJ^^*sr^#s ztafiv 

-i >MU>'?V?V>> &)VtfV &V>3- h U «^A, GI-2 6 2 5 7 0, -Y+f-^ 
U 9 V > (isagl i tazone) , LG- 1 0 0 6 4 1, N C - 2 1 0 0 , 

20 T-l 7 4, DRF-2189,.CLX-0 9 2 L CS-011, GW- 1 9 2 
9 , 5stfV#y>, X>-^U $ HJ ^A, NIP-221 fO^Vt^yV 

-AJt«^'l4fbSWr T=f— X K GW- 9578, BM- 1 7 0 7 44f© 
/^Ji't^y V-Ai|«ffib§^# a 73'"X K GW- 4 0 9 5 4 4, KRP 
-2 9 7, NN- 6 2 2, CLX-0 9 4 0, LR-90, SB- 2 1 9 9 9 4, 

25 DRF-41 5S,DRF-MDX8 mo^)Vtti/V—J±Wimf£&fc&mfo a 
/rT^h, ALRT-2 6 8, AGN-4 2 0 4, MX-6 0 5 4, AGN 
-194204, LG-100754, ^U-nf> (bexarotene)l 
©U^y-r HX»7^h> "Bc&ls If V ONO-5 8 16, MB X 
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-102, CRE-1 62 5, FK-614, CLX-0 9 0 L CRE-163 
3, NN-2 344, BM- 13125, BM - 501050, HQL - 9 7 5, 
CLX-0 9 0 0, MB X- 6 6 8, MB X - 6 7 5, S- 1 5 2 6 L GW- 5 
4 4, AZ-242, LY-510929, AR-H049020, GW- 5 0 1 
5 5 16 mcD^t<Dl&CD^ XX U >&&&m&Mil*&)tfP>n2>, -f XX U >jfiStt«l3fi 

a-A&wimmz&oi&miz&t- l < , ^fc^mc&w-^-r xx u x«(5M#i 

£ £ iCck D , X;i/3 -x cdIM^cdiK 0 IstfnMm 
10 £{£T£-&% 21 tSU^I, ItfSitggnf , EH XX U >Jkffi<DMetcM^$t* 

tlM^iaw^LTte, r*;i^-x, ^xu^-x, =-xui — ;k ckd- 

7 1 1, X$^ijf- K MDL-2 5, 6 3 7, #^XU^-X, MDL-7 3 
,9 4 5 m<D a - Zf)VU 5^~fc?MF3k A Z M - 1 2 7 ^CD a - T ^ -if PIS 
15 HI, Sl^iWO 0 2 / 0 9 8 8 9 3 X X V v V , HRS^MWO 2 0 04/0 
1 4 9 3 2 J %n>7Vy h^fB«c©S GLT imm&^W^<Dik&Wmi<btl 

& 0 ^Mia^te, w&tfgMS, mmmn&wm. mmm, sh 

20 W^fg^CDB«CT^*L^o 

If^Xti'HichlTH 7i>*JRX M7^;^>, it^bsKH^X 

^a*#tf£>n&. tf^T^-r FUte, urn, 
25 d, ««^{£T$i±^.^i^e>, ism^, mmmn. iiHxxuxjttcoMa 

^>XU>«II^bt(t h;i/XX^K, ^DJP7°D/\ 0 5H\ h^lf^H 
, Tizh^it^H, XD^ntf^F, XUXUF (^U^>^75F) , XU 
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5 - F^W^fU 8- 1 6 7 5^CD^;i/n^— if?g'|4{b^fe^^ 

S G L T 2 mmMMMtLTte, T - 1 0 9 5 £$6*6, #IH3¥ 10-23708 
10 9#&?R, #M 2 0 01-28817 8 ffl^MWO 0 1 / 16147^ 

nyyv-y K mi^^iswoo 1/2712 s^yyuy K irawoo 1 

/ 6 8 6 6 0-^/N°>7W-/ K illlWOO 1/7 4 8 3 4t/^>7I/S' K ffl 
MWOO 1/7 48 3 SnnyyVy K ilS^MWOO 2. / 2 8 8 7 2-^A 0 
y~7Vv K aiSR^MWOO 2 / 3 6 6 0 2^>'7l/»; K BUS^MWO 0 2/ 
15 44 1 9 2f/t>7l/y K liWOO 2/5 3 5 7 3W>7]sy K E9I£ 
WOO 3/0 0 0 7 1 2-?§A°>:7W K i^flWOO 3/0 2 0 7 3 7^ 
/t>7V -5/ h^iBife<7>fb^»t#tf £>n&. SGLT2&I4ISK1 W^te* 

25 saufcHJcef^uvi. 

^;k*rf>S#^T>^rf— ^ hibttt, BAY- 2 7 - 9 9 5 5, NNC — 
9 2 - 1 6 8 7 £tl, -f > X U >^t#+t-tllli bttt, TE R 

-17 4 11, L-783281, KRX-613 ^j&^WT&ft, h U ^Tf^V)V 
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^\y°^y — if i immmti-xte. ucl- i 3 9 7m^f^>n. ^-fj-vw 
^y°^y—^z 1 vmmmt lth n v p -d p p 7 2 s a, t s l - 2 2 5 , p 
- 3 2/9 smmwzti, ^nf-r >fDy>*777^ t?- 1 Biiiii 

Tte, PTP-112, OC-S6839, PNU-1 7 7 4 9 6f*W6n, 
5 ny>7h^j}%U 7— t?|fi^5g<h ITU NN- 4 201, CP-368296 

W^W&tl, 7)17 h-7s-¥7s'fc7s7T7—-&mMthTt%, R-1329 

1 7m*mft>n, tf^tf^^t Hpyt- tfEsasti/xrau azd-7 54 
s^jwwt e>n, rair^ia$^chbT«> fr-22565 9^wfsn, ^ 

;k*7 =f >"fH^7°^ H - 1 HSfrt ITU X^r-tr >>?>- 4 (exendin-4 

10 ), cjc-1131 m^mfibn, ?f)vts u*>m^7°?- f - 1 rzf-x h t l-t 

«U AZM- 134, LY- 315902 j&SjStf 75 U X T5 U >««8W*: 

t?- 3 is^&twi^^^:/^ f- i 

, XAVI/|/\X^^ K ADN - 1 3 8> BAL-AR I 8, ZD - 5 5 2 2, AD 
N-311, GP-1447, IDD-5 9 8, 7 A 7*V77 v K 7)V\l~-)1> 

20 > tfj-)lU7,7y h (ponal. res tat) , V-frUZ&y b ( r i s a r e 
stat) , if^kX^ y h (zenares tat) > 2.j~)l'U77y b (m i 
nalrestat), * hV;l/t:X— ;k AL- 1 5 6 7, -1* 3. U77 y b ( i 
mires tat), M- 16209, TAT, AD - 5 4 6 7, 7^)bV77y 
h, AS- 3 2 0 L NZ-314, SG-210, JTT-81 1, U > bJVU 

25 77 y b ( 1 i n d o 1 r e s t a t) j&s^tfSft*. T-JU b—7M.7tMMMMM 

m % mmr z>znz£<o{&T^^&z\hfrt>, mz itmmm^m^mm iz#t$i 
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m*W4\MW£timmik£L>xfe.¥v h*w$>, opb-9195, alt 
-946, alt- 7 1 1, t^b^y^>«*w&ns. m^mimm&i&m. 

5 £ t\z «fc D«l^£igM$i±££:^ #^«^'l4^r#^©MB(c:^^ 

yDf^>+t^ tfCffl#£l£L.TteU LY -333531, i= FX^U>^ 

tf>-w^tf s>*u ig^s^N f - KBmmmt itti f-^xu (dex 
i i po t am) mumtfbti, mnmmmmmmmtvx^ twmrv? 

15 -9 s F^#tf N-7±^-Mt- a - U >^ h-7yy F- v^^-iflS 
fitLTft GP I - 5 6 9 3^we>tu *;V-f>JSifttUtl4, 

fflHI//tt*J^X ^bI/^.*Ad^>\ U^tf)V^>, ST- 2 6 

20 Fo^y-l-^.^h^h^X EGB-76L tf^E^P^K XOr+y 
KROT- 12 8H #f;(««lfiO®ililfSb^ 0 

m, mm<Dmmiz^L^ 0 

^^>^-h'J^A> ^AX^^^hU^A, DAX^> ( 1 o v a s tat 

in) » -»/u^f>, 7.>wtx^>-»- h U <7A> t b;wtx^>*;i^>7 

A7j<?ntK SC-45355> SQ-3 3 6 0 0, CP-8310L BB-47 
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6, L-669262, S- 24 6 8, DMP - 5 6 5, U - 2 0 6 8 5, BAY 
-x- 2 6 7 8, BAY— 1 0-2 9 8 7, hf^ 7t7,^>;*7 ;i/v^A, PX/U 
^>7J.>i/>"^A, 3 1/7n hP> (coles t o 1 on e) , y)W^^^> ( 
dalvastatin), 7z/7-*—h. ;*/1Xd?^>, -27V)W^^^> (c 
5 rilvastatin), BMS- 1 8 0 4 3 1, BMY— 2 1 9 5 0, ifV> 
A7vj?^>, 7j;i/AX7^>\ BMY -22089, ^v>l7tX7^> (b e r v a 
statin) mfmVf^n^bo k Fo^'>^fi^MU;^I>f <AAStc 

t/^-K y7'D7^77-h> 7U7 7^77-h> 7n7^77-K 7P7 
15 ^77-h7M^A, '7D7^7 , U>#, Xh7^7*7-K 77x7 7 4 7*7 
— K ^7^7^^, -37^77-h, fc°U 7^ :/r>— K P~^^ 7^— 
K v-AT^T^-K t^T^T^-K AHL-1 5 7Wlfe,tl§„ 7^ 

•fig, SShU^U-fe'J Kite, Jj&Kf^WS*. T^n-At»H»(b^©^S^?^ 

20 l-< , sfeffFiit^^s u s u /i—^jgtt^ieiftBaft^/LJifc o i&l* h 

U^U-feU K£f£T£12-£C<h7^£>> ffiflHtiftL^ SSHJ^UirU Kite, 7fP 
-AMjM^b^M&cM^ * Vl\ 

3 3 -7 F l/t'J 7^#7 to h i LTtt BRL-2 8 4 1 0, SR-5 
8611 A, ICI- 1 9 8 1 5 7, ZD-2079, BMS-194449, B 
25 RL-37344, CP-331679, CP-114271, L-750355 
, BMS-187413, SR-59062A, BMS-210285, LY-3 
7 7 6 0 4, SWR- 0342SA, AZ-40140, SB-226552, D 
-7114, BRL-351 35, FR-149175, BRL-26830A, 
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CL-316243, AJ- 9 6 7 7> GW- 4 27353, N - 5 9 8 4, GW 
— 2 6 9 6 > YM 1 7 8 Ztl&o (3 3 -7H >g^7^X M£, 

7y»^X>-!fl'AA : 33 l/XfD- ;i/T>';i/»fe^mia^i UTft NT 
E-122> MCC-147, PD- 1 3 2 3 0 1-2, DUP-129, U- 7 
3482, U- 76807, RP-70676, P - 0 6 1 3 9, CP - 1 1 3 8 

10 18, RP-7 3 1 6 3, FR- 1 2 9 1 6 9, FY- 0 3 8, EAB- 3 0 9, 
KY-455, LS-3115, FR— 145237, T-2591, J-104 
127, R-755, FCE-286 54, Y I C - C 8-434, T 7* ( 

avasimibe), CI- 9 7 6, RP-64477, F-1394, X.)V& 
y>7'(eldacimibe) < CS-505, CL-283546, YM- 1 

15 7 E, U>'S. tfrdec imibide) , 4 4 7 C 8 8 , YM- 7 5 0, E - 
5 3 2 4, KW- 3033,HL-0O4, X.y )l>i/S.y* (ef lucimibe 

^TO^;i/^>^#T^Xi7sh^ET«, U^DX>tbU^ 

,^»thu^A, kb- 2 6 i i#^«fe>n, nu7s^a~-.)vm\nmmtL 

Tte, X-fef^S SCH-4 8 4 6 1 ^#tf SfL U A°— if BMMt L-Tte, 
25 ^l-UT^y K ATL - 9 6 2, A Z M— 131, RED-10300 4^fiW 

5>n, X7 T U->^WRE«^i: l/Tti, SDZ-268-198, 
BMS-188494, A-87049, RPR-101821, ZD-9720 
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, RPR-107393> ER-27 856, TAK-4 7 5^Wf £>n, —3 
^>&ffit##:<hLT«* ~n^>m> ^n^>f75 H\ nn^E— Us n-feU ho 

X nl/Xf7X JH!|3l/t^7A, GT- 1 0 2 - 2 7 9^#tfS>n 

5 , ^bi^^mmmhy>^-^--m.mmtvxit, 2 6 4W94, s-s 

9 2 1, SD-5 6 1 3m&&VT*>tl. 3 W^P — ^X^^Mg&^W^IM 
i^LTH PNU- 1 0 7 3 6 8 E. SC-7 9 5, JTT-7 0 5, CP-5 
2 9 4 1 4^j&*W&*l£ 0 ^ne>CD^iJ> yD7'3-;k S^DV-AhU^'J 

15 #7 P'XX h > jS 2 -T K W"U >S#ft7 =f — X h > H- A° 5 > 7 P*-X h , # 

f>§t#7^Xh, ^7/3J^>»7^h m\ZMC 3-RTrf- 
XK MC4-R7^h) > a-^^n>,l!ffl»iM^;i/^:>\ P7M>-7> 

^-», Plxv'X h*->T3~7s h (il:CCK-A7i-Xh) > 3J^3h 

p tf >i&tH^;^>\ p,u^n hut: >nmft)i>*:>mmfc* p^p y p t? >*fe 

25 V7 h7^f>^#:7^ K T^ffcT* 7— V— V ^-if^itt^^ H 

, m&tewmj&-mm^ yU7u^a-hnt t 7777^^- iMPbPtf> 

K tb°^F^7°fF7>^^h, *7^>7>^^h, y^->-p 



WO 2005/085265 



PCT/JP2005/004152 



55 

>-fe> h V^t-a >^;i/^>^W#T>^rf-x K T tf—^MiOMB fflMM^ 
5 :7;i/^=Ht5 >, ttfflft-fe;i/ h ^ U >W^f£n, -fen b - >Td f -x h <h Ittt 

SMia^<hUT«, 7*7°Dh:tX GW- 3 2 0 6 5 

Hi'tU/fttliiiibTtt, UU7°7>A, YM-9 9 2^W5tl> /3 2 - 

10 7x>fl^>, ^>X7x^5X ^^7>7x^5X 7x>^h7 

7x>^h7v , >, ^X^l/^Dfcf^fX 7x-Jl/7°n.A7-Jl'75>, ^ 
n^>^/U y #X^W£fU >T=f—X h £ bTH ER- 2 3 0, 

15 -7htLT(t hl£77-h^W^n, // 3 -h7^5>'7>^d'-7ht 

lt«gt- 239 4^#&fsn, u-7°^>\ u^>mu{^rc.\tuy o ^>^ 

m*7^-7s btVXU, LY-3 5 5 1 0 l^^fStl, 3l->Xh^>7 
rfnX h (#t:CCK-A7^ h) £ bttt, SR- 146131, SSR- 
125180, BP-3. 200, A-7 1623, FPL-15849, GI- 
20 2 4 8 5 7 3, GW- 7178, . G I - 1 81771, GW- 7854, A-71 
3 7 8f»fen, -a-D^7'fFY7>^^7hiLT[t SR-120 
8 19 - A, PD-160170, NGD-95-1, BIBP-3226, 12 
29-U-91, CGP-71683, BIBO-3304, CP-671906 

-oi, j - 1 1 5 8 1 4WWf>n€). -B&mmmitZ* mztzmmm, mmm 
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u;k T^iryu;k ^x^7°u;k 757/u;k u>V7/u;k ^-r^y 
u;k iixk°77°'j;k fflKT-^yjJk h^> H^7°u;k v^x/t/u.h- 

;£Ukv<j7A, MWyyjJl' (mo ex i p r i 1) , U>^Ty°V Jim^m 

10 4"l4x> F^T/^— tf|fi*H£ bTH hU7-h, MDL-1002 

4 0, 7/y H h U;i/ ( f a s i d o t r i 1 ) > i7"A/\° h U ^— K GW- 6 6 
0 5 1 IX, >y°^)]y (mixanpri 1), S A- 7 0 6 0, E-40 

30, SLV-306, X7JFHJ )V^mi^\Z>« 4"l4x> H^y^^— fcflM 

m.^u^-)vy>s n)i*y)V$>s ^jv^)i^>\ ^;wwk$?>, exp-3 

174, L-158809, EXP-3312, rf-;M+Uk^>, ^ V+M^ >, 
KT -3-671, G A- 0 1 1 3, RU-642 76, EMD -90423, B 

20 r - 9 7 o lm&mf e.n§o 7>'> 5 ^>'>>' i i g^^^te, 

x>- hit u >mt^mmm.wmtiyXUs cgs - 31447, cgs-3506 

.6, SM- 19 7 1 2*&&m? S>n, X>H-tU >^*7>^^7hibTtt 
, L- 7 4 9 8 0 5, TBC-3214, BMS— 1 8 2 8 7 4, BQ-610, 
25 TA- 0201, SB-215355, PD- 1 8 0988, >&7±>'¥>j-b 
U^A (s i t a x s e n t an) , BMS - 1 9 3 8 8 4, $?)V^>i?> (d a 
r u s en t an) , TBC-3711, #ir>^ >, ^/±> & >i~ h U ^A ( 
tezosentan), J-104132, YM - 598, S-0139, SB 



WO 2005/085265 



PCT/JP2005/004152 



57 

-234551, RPR-118031A, ATZ-1993, RO-61-17 
9 0, ABT- 5 4 6, X > r> -fe > ^ >, BMS-2 0 7 94 0*^6*15. 

DDfTy F, ^^^.^v'H, ^^D^T^F, -O^A^F, FUA$F\ 
*7.)lz/P, 7 l /t$ H\ X^5?'J>m, h^-fe5 F, tfU-^xF, ^Diz$ F, 

10 X 75;7^UX liy^l/'^^X LLU-a, PNU-8 0 8 7 3A, -f 

vv;nfh\ d-y>cmk D-v.H-tfi — ;k i — 7,, ^u-feu>\ 

Tirhy — ^ ,* % 7^7*7^ F\ FR-l 7 9 5 44, OPC-3 1 2 6 0, 
*/)V?&> (1 ixivaptan) , M3-/t7°^ >tflm? £ta§ 0 f«J^^« 

15 mmm&mM^%z\t\z&r>toj£&fay^iz.K), mm^mf^rc^ wnfo 

>, ^A;i/x^bf>, JM^x^tfx ^^x^tf>\ ~>;i/x>?t:>, xy;i/ 
>-h°>, xhu>^t£>\ x^x^tf>, x;wt> ; hf>, 7xni;tfx ^>.« 
20 TAn> ; h°>, r/^x^tfx ^iwkfrx^tf >, -rx^> ? tf>, x;i/zf^hf> 

Tte, -f>^A5F, SthH7 7^X MtF77yX *H77yX 7*H 

25 ^^^>^#tfe.n, ^WMifm^L.T^, ^tx^p-jk ^^-r> 

yo— ;k 7f;n-jk i5^h7°DD-;k ftji^u— ;k ^yn- 
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S^-^hD-Jk »A'>hO-;k >^5=-^ep— 7k i^^k^P 

^>:7>p-;k mf?7-feX>p-;k ttfUVPHk tFn-jk X^tiv 

;k <>F^>^>^f£>n, ^tEt»E^«tbT«, kiz;kt°>^#tf e>n 

CHF- 1 0 3 5, MX*T:^>X\ M^'7>7 7>'>, ^EX VX>X> (mo 
xonidine) , p 7i^yy> (lofexidine) , ifi^^ U V 

trLJfiL/jN^a:bT«, WSt^ZuW^ ^tfU^E— ;k ^"PXXV->k -f 
io nf^>hixfjk iltW^k7- K 4fiK> ? 7'tr^ h^tfvVk 

PX hX h U 7A, TXtf U X^#frf ens. irClfiL/jN«^«. #t-«y^P-A 

15 VikMtLTU, »Kith'J7A> 7X>1*U7A, 7x>lth'J7A^ 

m, sglt2 mmmm, -T >x u >x«-r >x u x*;k# p*>^#: 

20 T P*-X k , -f >X U X^^fc^X-if k U ^X^v^k^X^— if 

i x^x^xvi^x^rX-- fef i via#^> 7oH>fa^>*x77 
x— tf-iBram ^un^x^x^u^-- x.n^n-x-e-^xx 
t^— ^m.mm, 7j^h^-mx77^- mwnt t?;kt?xmertFp 
x*x~ triasm, iTW^ia#^ D-MD<;y-h-jk ^'jn-yx^ii 
25 +^--if - 3 ram x;k# xxts^xXF- f - 1 > ifjvt} xx^n-xx^ h - 1 « 

XVk^P>fI^X>F-lTP-XK 75'JX 7^U>IM»> 75U> 

tp~x b&&z$&mwmmftzf£%m£Qmn$ft&'ptz< ^lmomnt 
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6 -f >X U SGLT2?g'l4|SS : ^ >X U >X^ >X 'J >i 

!»> i>s§*7 > ^ k -f>xu >§^#:^- if % mm, h u 

5 tf)Vn—7>- 6-^X7 t^— tf|M*^, 1 — X- tfX*X:7 t^— iflfiW 

=f >#^^ H - 1 ^Xjt^fP H - 1 7 3-7. K T 5 U >\ 7 

5 U J; ££7 5 U >Trf~X b;fc£>&&«M; K>m$H*ti&'J»fe< 1 

, tf ^7^-f FMs -f >X U >MS{Sit3& S G L T 2 jgft |fi#SI43 d^lPf >X U 

isg'iw^ ^^T^-rhm ^y^v>^mumm> sglt 

k -r >x u >s#f&^— m mm. bu^^n^-/^— if i iiasm, 

> ; ^7°^> ; ;i/^^y— tf I V|a«^, 7*Uf-f >^Dy>^77^-if- 1 B 
ISBH, ^U3y>*X^U^-iflM«^ ^;i^-X-6-^X77T^-iflM* 

20 & TOfT*IS*^> D-^D-f/y h-.)k ^ U n y>^@#^^— if - 3 

lawm. n^ti^y^ h - 1 > =f >m^^ b - 1 n«\ tfAti =f 

>tl^7> H- 1 73^7 K 7 5 U X 75. U >lfW^ 75 >J >7^~X K 
T^H-XMTn^mia^, «m»£«§Ji, 7*D7-f>^t- if C BUS 

25 > ^h^n f-kb mmm, mmMmmmmmm. N-r-t^jut- a - u > 

7 h-7-77 H-^^y^y-ifPl$m, -f^'J^W- I > jfa./jN^S5fe 
IH^, ^7iJS?X 5 - 1 H D + y- 1 - ^^h^> X EGB-761, 
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tf^D^k ^dt^>h, y-12 8, ±mm, T>>^^>^>>^ 

S G L T 2 >X U >Xtt-f > X U > »f*. >S 

10 ^f*T >7 =f- X h , >X U > 1f h U ^^^Jl/^y^y 

— if i immm> ^^^jv^^-y-^ivmmm, 7'af<^Dy>*x 
15 uss*?— if- 3 mmm, ¥m =f>m^y^ h - 1 , h - 1 

20 IfefaSfcSSM; Dii^$n§ / >^< £fc 1 It coSg^iJ b. M.-ato^^ CO #sjr l~ <f? ^ L- 

mmzn&o z<D£5tmm£Lx\z, m%.& mm, mw$u mmt f^-t>- 
uyynu ^m\, %7±)m* mm, %mm, mm, %mmfc£*&mtf& 
25 mo&fzmmaw\zt9L-5-tsnz>o &rc, ^mnommmj&mziz, 

mikmmttM'tmm^^&mmmm wz\& iMfwog 9x100 

1 Q^nyyVy K ®|»&W$gW0 9 9/2 6 6 0 6^A>7Uy K #P?S2 0 

0 1 - 2 5 6 mm®.) fetsns, 
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mm. mmnu *s^ru tt^^j> sinm is«^j> #3s^j, s?m a 
\znm\??z> z ti:«t vmm- & z 

(i) ^&znz{k&w&rc\$^<Dmmt¥ t mztfr®2n2>i&, m^n^n^oyu 
^^y^<D^m\mmwm, mm^zsmmommmz^omM. 

10 ft£$ns^ iPS^O^Al B^fcDUfcteO. 1-10 0 Omg©iHT 
> ££A1 BMJfcOII&teO. 0 1-3 0 OmgOftfflT?, — HI 

m^m i > 

20 2-yDt-6-7 D ^ >X7)V^ t H 

yi , V7°Dt>75> (2. 6 5mL) 0fh7tHD77> (3 0mL) 
fc, -7 S°CTA^>mmmrfn-y'^-JlV^^ (2. 4 4mol/L /2-^\ 
.^It^Mu 7. 0 3mL) £JPtL iSTf5»Mtt^Ufc, R^^^3-7/ 
□ ; E7Ma^>t'> (3g) Sim*., ™TlB#fflJt#Lfc. S/SS^fc^v, 

25 N->^fJl/^JVA75 H (1. 4 5mL) $jD^^iaT'l fig?FPtt[ 

5>'^7 AT*&ft U il^MET^ito H <h fc«k 0 $iBte^ ( 3 . 4 3 g ) 
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'H-NMR (CDC 1 3 ) 6 p pm : 

7.1-7.2 (1H, m), 7.35-7.45 (1H, m), 7.45-7.55 (1H, m), 10.36 (1H, s) 
(###«J2) 
5 4-y"u^:^>V Cb] ft7x> 

zMifW-hU^A (5 5?6\ 1. 1 1 g) Ov^fJkX^^yF (2 OmL) 

mmmiz. gfiw^un-wfjwi. 5 3mu ^n^.> i5 5}r» 

Lfco MJS7l-&#3fc2 -yo^E- 6-7Mn^>X7A'Tt: H (3. 4 3 g) © 
v^^X^Tft^v-H (4mL) ^$t£#P^ 5 ftffl&M~VMW L fz 0 Bl^U^ 

y / tM^-4-7'D ; e^>y' Cb] ft7x> (1. 5 2 g) &f#fc 0 ZLtlJk 
(20mL) -?K (lOmL) g^IUHU Tk^t^HJ^A ( 
0. 9 1 g) SiJD*., 5 0 o CT?5B#r^t^bfco Kj£yI^#j£7K^L> 2mo \ / 

15 ,*um^v^>\/ [b] ?t7x> (i. 2 7g) %mc 0 ^ncir^ (0. 4 

2g) *5j;^y'J> (1 OmL) §JP^., 1 9 0°CTlB#r B 1Jfj^b7Co MiSyl'^ 
t^SM^-p^b, 2 mo 1,/L^ (4 OmL) ^ZMWt^9-)V (2 OmL) 

feo «©7j<)i^^x^..;H:^tHLfe 0 W48Ji£^bii\ 2 mo 1/L£i, 7K 
20 43 «k tft&ft &^TJii#Bfc$m . &7Kffii£^T £f * A L , M^MffiTW 
*Lfe 0 M^^U^yVl/^^A^PTh^^^^- «t!?«: i3-^-y-» 
TffiMf ££<hKcfc 0^12^42? (0. 5 5g) 
'H-NMR (CDClj) (Spprn: 

7.15-7.25 (1H, m) ? 7.45-7.6 (3H, m), 7.82 (1H, d, J=8. 2Hz) 
25 3 ) 

7-7'nW/ Cb] ft7i> 

2-ynm7x;-Jl' (5g) *5«fctX2-^D^:^^;i/- 1, 
7> (2. 9 8mL) ©A/", N-it^JlMAT* H (5 OmL) Jg^fcSM 
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t»u^a (5. 48g) -is#ifc„ Jx)&m&w&7k*w£%\ 
yi?jn- T-iwmm vita mmm^K imoi /^mcr v u ^ atmsjs 

(2-7'Dt7xr:JP5 : t^fJW -1, 3-mV7> (7. 2 5 
5 g) #UU>» (2 0g) ti7 0D^>f> (4 0mL) Og»10 

0°C-cr (2-^^71-^^^^ -1, 3-'WV7> (7. 2 5 g) 
CD77PD^>if> (2 0mL) ^«j]nx.> 8P#F«^M^t7Co KJfcj&&<S!&££ 

10 m^-h'J^ATKM, 7K^cfctKtafn*m7KT)li^mt, M7K«T^>^ATf 
ftfllU mmmSTF^Lfz, iiS^y'J^>*7A^UYh^7^f- (» 

tBj$t%: n-s\*D-» -emm-t&ztiz&vmmk&w (2. 2 7g> 

'H-NMR (CDC 1 3 ) <5ppm: 

7.25 (1H, t, J=7. 8Hz), 7.44 (1H, d, 1=5. 6Hz), 7.45-7.55 (2H, m) , 7.77 (1H, 
15 d, J=7. 8Hz) 
(##$|4) 

4- c (5) - 2 -7i-;nf-;p) ^>V Cb) ?t7x> 

4 -7/P^EOV* [b] 3^77 a;> (0. 5 5 g) > (0. 8 9mL) 

, h'JX^75> (1. 8 1mL) > WfW^WA (II) (5 9mg) M 
20 ZfibVX (2-^5=-;U7xn;U) .$sZ7j> (0. 1 6 g) 07t h-b>j;i/ (1 
OmL) S^ST;i'^>-JStffl^T— B&bP«Hti«Ufc. S^^&v'x^l/X- 

U *yM7A7n-7h7*77^- 0&tB^ : 73 - >~ 77 - >./gjs 
25 8X^=5/1) -t?ffi®LTMB{b^ (0. 5 6g) 
'H-NMR (CDC 1 3 ) <5ppm: 

7.2-7.45 (6H, m), 7.51 (1H, d, J=5.5Hz), 7.55-7.7 (4H, m), 7.81 (1H, d, 
1-7. 8Hz) 
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5 ) 

7- C (E) - 2-7x-Jl'h:-Jl/) ^>7* Cb] ^7i> 

5 'H-NMR (CDClj) 6 p pm : 

7.25-7.45 (7H, m), 7.5 (1H, d, J=5.7Hz), 7.55-7.65 (3H, m), 7.77 (1H, dd, 
J=7.9Hz, 1.1Hz) 
(##M 6 ) 

4- ;i/X^.JW Cb] ft7i> 

io 4- C (5) -2-7xx;nfx;W Cb] ft7i> (0. 5 6g) & 

&Z$h UX5=-;WT^> (2. 6 3mL) 0fh7kHn77> (2 5mL) jgjfcfc: 

2, 4, 6-hU-fV7 70 Pti;i^>if>x;i/*;x;PhH^>'H (5g) £#p*., y 

m^*px.> i ofrmtmitc, n^m^^\z^\ ^x^;px— r.jp^wbfc 

MET^b7co v- U *y;u^7 7A7D^h ^9 7 4 - CiStUJSiK : a-'n 
T*tmbTMI^i^IB^^©^#) (0. 4 3g) dtlfchU 
X^-;PT5> (2. 0 4mL) Mr5rh7tFD77>' (18mL) fc*g«S¥U 

2 , 4 , 6 - h u -r v 7/d tf;ws >if >x;i/^x;i/ th^^H ( 3 . 2 s g ) &m 
/Lmk*mx, 1 o^wifc. rM^^7K4'^a^\ ^x^ix-^i/r&i 

73-/\^» -efflSSbT^IBib'&'tl (0. 4g) 
25 'H-NMR (CDCI3) <5ppm: 

3.0-3.05 (2H, m), 3.2-3.3 (2H, m), 7.1-7.35 (7H, m), 7.4-7.5 (2H, m), 7.75 
(1H, d, J=8. 0Hz) 

mmm i ) 
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7- (2-7xZJHfJW Cb) ^-^-^x> 

4- C (£) - 2 -7xn;i/li-.Ji/] [b] J-*7x.>(Di%M\zi - C 

(£) -2-7x~;Hf-.JW Cb) tt7 x.>%m^T^M6 tmffio 

5 'H-NMR (CDClj) 6 p pm : 

3.05-3.15 (2H, m), 3.15-3.25 (2H, m), 7.1-7.35 (7H, m), 7.38 (1H, d, J=5.4Hz), 
7.44 (1H, d, J=5.4Hz), 7.7 (1H, d, J=7. 9Hz) 

mmm 8 ) 

2- (2, 3, 4, 6 -7^h7-0-0z?)l- P-D-Sfllnkl^y */)V) -4 
10 - (2-7i-JH?JW Cb) ^yx.> 

4- (2-7i^l^X?)l/) ^s>y Cb) ?t7i> (0. 4g) CD^h^tH 

D77> (15mL) jgJRte- 7 8t7JW>S?i^Tn-7*f JMJf^A (2. 

44mol/L /2-<M^->«£> 0. 6 9mL) ^JOtL ffiT3 0^f« 

bfeo 2 , 3, 4, 6-fh7-0-^>>^-D-^l/3,/- 1, 

15 5-7^h> (0. 8 2 g) OD^h^t F077> (3mL) Jg?£&jQ*., 

mmmm fl- / \w>/iii5 : .)^4/ 1 ) -vmmiT 2, 3 , 4 , 6 -t- 

20 h7-0-^>^l/-l- C4- (2-7x-Jl/X?J0 'OV Cb) ft7x> 

-2— i\>w -D-^;unhfe>y-x (1. 0 2g) £#fc 0 ^MTthxhu 

;U (13mL) KiSfcFU h'JX?.Jk>7> (0. 4 2mL) &iJP*., -20°CT 
£7yft*7l'^X-f.)» (0. 18mL) ^iP^_> SIT 1 m WH* 

s\*^>/mm^)V= 8 1 ) tiito r «hfc«fc D^IBj^i ( 0 . 5 8 g) 
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'H-NMR (CDC 1 3 ) 6 p pm : 

2.9-3.05 (2H, m), 3.1-3.25 (2H, m), 3.6-3.7 (2H, m), 3.75-3.9 (4H, m), 4.11 
(1H, d, J=10.4Hz), 4.55-4.75 (5H, m), 4.88 (1H, d, J=10. 7Hz), 4.92 (1H, d, 
J=11.0Hz), 4.96 (1H, d, J=11.0Hz), 6.9-7.0 (2H, m), 7.05-7.4 (25H, m), 7.47 
5 (1H, s), 7.7 (1H, d, J=8. 1Hz) 

m^M 9 ) 

2- (2, 3, 4, 6 - f h7 - 0-^>^- |3 - D- ^ □ If^/^W -7 
- (2-7x-JPXfJW ^>y* Cb) ft7x> 

4- (2-yx.~)VX.^)V) ^>y~ Cb) ?t7i>«!)^fc D ^ 7 - (2 -:7a: 

10 -;i/x^;i/) cb) x.>&m^T&m&\8 tmm<D^m^mmit^ 

'H-NMR (CDC 1 3 ) Spprn: 

3.0-3.2 (4H, m), 3.6-3.7 (2H, m), 3.75-3.9 (4H, m), 4.11 (1H, d, J=l 0.3Hz), 
4.5-4.75 (5H, m), 4.87 (1H, d, J=10.7Hz), 4.92 (1H, d, J= 11. 0Hz) , 4.97 (1H, 
15 d, J=11.0Hz), 6.95-7.0 (2H, m), 7.1-7.45 (26H, m), 7.62 (1H, d, J=7. SHz) 
(MffiM 1 ) 

2- (|3-D-^t7y>'.)W -4- (2-7i^X^JW ^>\/ Cb) 

2- (2, 3, 4, 6 -rh7-0-W;l/-|3 -D-^Jl/Htf^/ vVU) - 
20 4- (2-7i-;H5 1 ;W O'J Cb) 3^:7 x> (0. 5 8 g) &<kZ$X.&> 
;p (1. 1 3mL) ®^^^^> (1 OmL) ^tel^fflTH^yftsNtf 
m • ^X^I/X-t-;^^ (1. 4 3mL) £*n7t, 3H#f H m^bfe 0 SJfci&&#l 

25 M7^n7h^77^~ (^fcBJgS : i&fb*^l/>/'*^/ — )V= 1 0/1) 
T««UT«BBft;'&«& (9 4mg) £f#7c 0 
'H-NMR (CD3OD) <5ppm: 

2. 95-3.05 (2H, m), 3.15-3.25 (2H, m), 3.35-3.55 (4H, m), 3.7 2 (1H, dd, J=l 2.1Hz, 
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6.0Hz), 3.92 (1H, dd, J=12. 1Hz, 2.1Hz), 4.55 (1H, d, J=8.8Hz), 7.06 (1H, d, 
J=6.8Hz), 7.1-7.3 (6H, m), 7.54 (1H, s), 7.66 (1H, d, J=8. 3Hz) 

2- (/3-D-^;wnhf^y>-;W - i- (2-7^n;i/x^;U) Cb] 

5 t7i> 

2- (2, 3, 4, 6 - f h 7 - O-'O^ - 13 - D - ^JP3 If 7/ '^W - 
4- {2-y^-)VX.^-)V) s<>V Cb] tt7 3L>(Dftt>K)\Z2 - (2, 3, 4 
, 6 - f h 7 - 0-^>yJh ^ - D - k 7 / yJW - 7- (2-7xZ.JP 

x5P;w cb] x.>^m^xmmmi tmmo^m-vmmit^m^n 

10 7Co 

'H-NMR (CD3OD) <5ppm: 

3.0-3.1 (2H, m), 3.1-3.2 (2H, m), 3.35-3.55 (4H, m), 3.73 (1H, dd, J=12. 1Hz, 
5.8Hz), 3.93 (1H, dd, J=12. 1Hz, 2.0Hz), 4.54 (1H, d, J=8. 6Hz), 7.06 (1H, d, 
J=6.5Hz), 7.1-7.3 (6H, ra), 7.41 (1H, s), 7.55-7.65 (1H, m) 

15 mtm\3) 
mi Jin 

Cb] Wx>-7- <;i/-p- h;K;M^/~ )V 

7-7*n^s<>V Cb] ft7x> (1. Og), V^><j7A (0. 13g), 
»«I03 f7^«k^r h7kHD77> (3mL) ^S^fc^^U-^-;W 
20 TO^PML7to 4-^W>X7JI/Tt H (0. 6 2g) ©fh7tFD77 

> (5mL) ^^T;i-^>i?liimTot:T^uri^-;i4«^^pAfec SIS 
ig^&^MT-Bjfejti^b, fighter >^x#A7K^£iP;L, >?x5P;1/x-t- 

25 OSffligHS :fh7kHP77» TISI b7Co $ 6 (3 > U 7J y;k*J 7A7DYh 

®lt\sT>WHk&VO (0. 6 8g) 
'H-NMR (CD C 1 3 ) <Sppm: 
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2.32 (3H, s), 2.38 (1H, d, J=3.6Hz), 6.11 (1H, d, J=3.4Hz), 7.10-7.20 (2H, 
m), 7.30-7.45 (5H, m), 7.45-7.50 (1H, m), 7.70-7.80 (1H, m) 

7- (4-^^)l^>^Jl) -OV [b] ft7i> 
5 3 b U C7 A ( 2 . 0 g ) coTHz h-MJ )V ( 1 5 mL) MMKI^&T? h 
U^fJl-yUJ^nU H (1. 5 g) ^0fe o i^^Sfilrl 5#M*Ji#L£^ 

Ct>D 7— ov-p- h;K;i/^^y-;i/ (o. 6 8g) £#p 
io Tf it, ig^y u 7Ai? □ y h ^77^ - c^ta*M: /3-^-y-» 

-crffl^LTtefe^^ibT^IB^m^ (0. 5 7g) £t#fc 0 
1 H— NMR (CDC 1 3 ) <5ppm: 

2.31 (3H, s), 4.20 (2H, s), 7.05-7.14 (3H, m), 7.14-7.20 (2H, m), 7.25-7.45 
(3H, m), 7.65-7.75 (1H, m) 
15 M3 XfM 

2, 3, 4, 6-rh7-0-^>^-l- (7 - (4 -^WI^^vVlO ^> 

V Cb) ft7x>-2-f;W -D-^;iotf^/-x 

7- (4-^^;i/^>>VW ^>\7 Cb] ft7i> (0. 5 7g) O^-h^t 
HD77> (lOmL) « 1 -7 8 t C7;^>Hi^T, /2-7/tMWJt^A 
20 (2. 7 1mol/L rh7tFP77>iE 0. 8 8mL) &3)P*.fco IrIM 
T3 0WjfU 2, 3, 4, 6-^h^-0-^>>V!/-D-^;iO/- 1, 
5-77h> (1. 2g) CDT-h^t h*D77> (5mL) m%l%]Mtto M^M 
.^^0°C(C#jiab 1 O^TO^bfco K^M^^ISfP^T'^'^n^ATKM 

25 ^v7AWlL f«£MflETIg*U myU*^W7A^n7h^7 

7 ^ - (i§m}£& : i2 -^\^+i->'/@^x^;p= 4 /' i ) -vmmimmk&'Yt) < 1 . 

2g) £#fc 0 
H4IfI 
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2- (2, 3, 4, 6-xh^-o-^>v ? ;w-j3-D-i7*;i/ntf^y->;i/) -7 
- U-^)V^>-J)V) Cb] W7x> 

2, 3, 4, 6-T"h^-0-^>> ; ;i/- 1 - [7- (4-*5P;i^>>-;i/) ^ 
> v / Cb] ^7i>-2--f;W -D-^;i/ntf^y-x (1. 2 g) ^«tcXh 

5 'jXf.il/y7> (0. 4 9mL) CDT-feh— hUjP (15mL) JMJC, -2 0°C 
TH7y^9*-^X^I/X-f;i##: (2. OmL) immWfchtz. 0 

10 6/1) Tlf^t-^fBfb-&^ (0. 9 5g) 
1 H — NMR (CDCI3) <5ppm: 

2.28 (3H, s), 3.55-3.70 (2H, m), 3.75-3.85 (4H, m), 4.09 (1H, d, J=l 0.5Hz), 
4.15-4.20 (2H, m), 4.52 (1H, d, J=10.4Hz), 4.56-4.62 (2H, m), 4.62-4.72 (2H, 
m), 6.90-7.00 (2H, m), 7.00-7.40 (25H, m), 7.55-7.65 (1H, m) 
15 I51g 

2- 03-D-sf))sn\£7/isn<) - 7- {A-^)V^>~J)V> Cb] 7P 

2- (2, 3, 4, 6 - f h 7 - 0-^>yJ!/- ^ - D - ^Jla t°77 z/)V) - 
7- (4-*3=\JW*>SVW ^>V* Cb] tt7x*> (0. 9 5g) *5«fc#X^> 
20 ;i/ (1. SmL) ©iftft;*^ l/> (1 5mL) MI:ffitH7 yfb^iH • 

>7X^^X-r.JHt#: ( 2 . lmL) £2jn*_fc. fcmm&W&MMre 3 BfP^f 

,t7A'7n?h777^ - (^tb^r^fk^f i/>/.^^y-;p=i 0/1) T 

25 MMb^IEft:^ (0. 16g) » 
'H-NMR (CD 3 OD) Sppra: 

2.27 (3H, s), 3.30-3.50 (4H, m) , 3.69 (1H, dd, J=5. 9, 12. 1Hz), 3.90 (1H, dd, 
J=2.0, 12.1Hz), 4.10-4.15 (2H, m), 4.50 (1H, d, J=9. OHz), 7.00-7.15 (5H, m), 
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7.25-7.35 (1H, m), 7.35-7.40 (1H, m), 7.55-7.70 (1H, m) 

mtMM4-mmmi d 
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[iSl] 







'H-NMR (CD 3 OD) <5ppm 




HO j'' OH 
OH 


1.19 (3H, t, J=7.5Hz), 2.58 (2H, q, 3=1.5 
Hz), 3.30-3.50 (4H, m), 3.69 (lH, dd, 
J=5.8, 12.1Hz), 3.90 (lH, dd, J=1.9, 12.1 
Hz), 4.10-4.20 (2H, m), 4.50 (1H, d, 
J=8.8Hz), 7.00-7.20 (5H, m), 7.25-7.35 
(1H, m), 7.35-7.45 (lH, m), 7.60-7.65 
(1H, m) 




HO "Y' oh 
OH 


3.35-3.50 (4H, m), 3.69 (lH, dd, J=6.0, 
12.1Hz), 3.74 (3H, s), 3.90 (1H, dd, 
J=1.8, 12.1Hz), 4.12 (2H, s), 4.50 (1H, d, 

(3H, m), 7.25-7.35 (lH, m), 7.35-7.45 
(1H, m), 7.60-7.65 (lH, m) 


^^/JE I7'J U 


• rQ 

HO Y 0H 
OH 


1.35 (3H, t, J=7.0Hz), 3.30-3.50 (4H, m), 
3.69 (1H, dd, J=5.8, 12.2Hz), 3.90 (lH, 
dd, J=2.0, 12.2Hz), 3.98 (2H, q, J=7.0 

H*t> 4 11 (^TT o> 4 flTT A J— Q nflM 
jcxzt/f \-jjn_, 0/, *±,o\j \jlxz, iXj 0 — c.vjnzi/, 

6.75-6.85 (2H, m), 7.05-7.20 (3H, m), 

7.25-7.35 (1H, m), 7.35-7.45 (1H, m), 

7.60-7.65 (1H, m) 




HO Y 0H 
OH 


2.42 (3H, s), 3.30-3.50 (4H, m), 3.69 (lH, 
dd, J=5.9, 12.1Hz), 3.90 (lH, dd, J=2.0, 
12.1Hz), 4.15 (2H, s), 4.50 (lH, d, J=9.2 
Hz), 7.10-7.20 (5H, m), 7.25-7.35 (lH, 
m), 7.35-7.45 (lH, m), 7.60-7.70 (lH, m) 




ho >v |-- o -]^s v_ ^— { y-F 

HO' Y OH 
OH 


3.30-3.50 (4H, m), 3.69 (1H, dd, J=6.0, 
12.0Hz), 3.90 (1H, dd, J=2.0, 12.0Hz), 
4.17 (2H, s), 4.50 (lH, d, J=9.2Hz), 
6.90-7.00 (2H, m), 7.10-7.15 (lH, m), 
7.20-7.35 (3H, m), 7.35-7.45 (lH, m), 
7.60-7.70 (1H, m) 




HO °Y^^ 
HO' j'" OH 
OH 


2.21 (3H, s), 3.30-3.55 (4H, m), 3.70 (lH, 
dd, J=6.0, 12.2Hz), 3.91 (lH, dd, J=2.0, 
12.2Hz), 4.17 (2H, s), 4.52 (lH, d, J=9.3 
Hz), 6.80-6.85 (lH, m), 7.00-7.30 (5H, 
m), 7.35-7.45 (lH, m), 7.60-7.65 (lH, m) 
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mmmm^r 




1 H — NMR (CD3OD) fippm 




HO S 
HO OH 
OH 


2.26 (3H, s), 3.30-3.50 (4H, m), 3.69 (lH, 
dd, J=6.0, 12.0Hz), 3.90 (1H, dd, J=2.2, 
12.0Hz), 4.14 (2H, s). 4.50 (1H, d, J=9.1 
Hz), 6.95-7.15 (5H m), 7.25-7.35 (1H, 
m), 7.35-7.45 (lH, m), 7.60-7.65 (1H, m) 




HO' Y 0H 
OH 


3.30-3.50 (4H, m), 3.70 (lH, dd, J=5.9, 
12.0Hz), 3.90 (1H, dd, J=2.2, 12.0Hz), 
4.12 (2H, s), 4.50 (lH, d, J=9.3Hz), 
7.10-7.17 (1H, m), 7.18-7.27 (4H, m), 
7.18-7.35 (1H, m), 7.36-7.45 (lH, m) 



mmmi 2-mmmi 6) 



5 Dg?3] 





tenants* 


'H — NMR (CD3OD) <5ppm i 


mtm\-\2 


H0 1 1 — V_ 

HO' "Y 0H { % 
OH 

OH 


2.80-2.95 (2H, m), 3.10-3.20 (2H, m), 
3.30-3.55 (4H, m), 3.72 (lH, dd, J=5.7, 
12.1Hz), 3.92 (1H, dd, J=2.1, 12.1Hz), 
4.54 (1H, d, J=9.2Hz), 6.65-6.70 (2H, m), 
6.95-7.02 (2H, m), 7.03-7.08 (lH, m), 
7.15-7.20 (1H, m), 7.45-7.55 (1H, m), 
7.60-7.70 (1H, m) 




HO y OH <f \ _ 
OH 

O — 


2.80-3.00 (2H, m), 3.10-3.25 (2H, m), 
3.30-3.55 (4H, m), 3.72 (lH, dd, J=6.0, 
11.8Hz), 3.75 (3H, s), 3.92 (1H, dd, J= 
1.9, 11.8Hz), 4.55 (1H, d, J=9,7Hz), 6.75- 
6.85 (2H, m), 7.00-7.12 (3H, m), 7.14- 
7.20 (1H, m), 7.51 (1H, s), 7.65 (1H, d, 
J=8.5Hz) 


HJ5fc$jl4 


HO' Y ' OH < ;/ VOH 
OH 


2.85-2.95 (2H, m), 3.10-3.25 (2H, m), 
3.30-3.55 (4H, m), 3.72 (1H, dd, J=6.0, 
12.1Hz), 3.92 (1H, dd, J=2.3, 12.1Hz), 
4.55 (1H, d, J=8.9Hz), 6.55-6.70 (3H, m), 
7.00-7.10 (2H, m), 7.15-7.25 (1H, m), 
7.52 (1H, s), 7.66 (lH, d, J=7.7Hz) 
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C^4] 



mmmm^ 




1 H — NMR (CDjOD) 6 p pm 




ho y p — \ 

HO' "'"J"'' OH 

OH * 


2.90-3.05 (2H, m), 3.15-3.25 (2H, m), 
3.30-3.55 (4H, m), 3.72 (1H, dd, J=6.1, 
11.9Hz), 3.72 (3H, s), 3.92 (1H, dd, J= 
2.4, 11.9Hz), 4.55 (1H, d, J=8.9Hz), 
6.65-6.75 (2H, m), 6.75-6.80 (1H, m), 
7.00-7.10 (1H, m), 7.10-7.25 (2H, m), 
7.52 (1H, s), 7.66 (1H, d, J=8.4Hz) 




HO'V J* — \ 

HO' Y OH /~ ^ 
OH 


2.28 (3H, s), 2.85-3.00 (2H, m), 3.10-3.25 
(2H, m), 3.35-3.55 (4H, m), 3.72 (1H, dd, 
J=6.0, 12.1Hz), 3.92 (1H, dd, J=2.3, 12.1 
Hz), 4.55 (1H, d, J=8.8Hz), 7.00-7.10 
(5H, m), 7.10-7.25 (1H, m), 7.52 (1H, m), 
7.65 (1H, d, J=7.9Hz) i 



m 5 \zumoi^m^±Mmm\n^^\mz.um,(D^mt.mmz ltI; 

[*5] 













HO 




5 (xmm i ) 
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khsGLTi mmmimmmm 

1) hhSGLTl 0?U—=L>tf&&Zf$£m,^?&-- ^©*a^A. 

kh/h»ft*®ISRNA (Or i gene)^ t'J^dT^^-fV-^L 
Tlfe?b, P C R» c DN A7-f ^7 I) -^MLfco ^©cDNA^7' 
5 He d i ge r Z\z£ DSg^Snfc t h S GL T 1 (ACC 

ESS ION:M24847) ©1#^<S> 2 0 0 5#£TC9HS@B^J£P C RfeiZ 
p c DN A 3 . 1 (-) (Invi trogen) ©W^D-" 

10 2) thSGLTl S^?i^CDlSf3i 

thSGLTl%I|^«Sc a I T^ibbTjim^DN Ai: b7c^> CH 
0-KliiHU#7xi'y3 >?£ (Effectene Transfecti 
on Reagent :QIAGEN) MXlfc. lmg/raL G418 ( 
LIFE TECNOLOG I ES) tt^fV-f :> >W'I4IH»^#> fgMTf 3 

15 77^^t^^;p- a -D-^;i/zi t:°7>y >- H©mD?A^gt4^tBiJ^b7Co 

^D3A^gft^bfct*^31^bTC S 1-5-1 1 D <h U mk. 2 0 0 u g ./ 
mL©G4 1 8#ffiTTig*L7c 0 

3) /f.)l/-a-D-^af7;yH (a-MG) HXD &^lfiW?£'l4GD7l'J^ 
9 6 f&V— hllCSl-5-HD^3Xl 0 4 f@, y^Tlf «U 2 0 Peflig^ 

20 Lfc&fclSSl 0 jA^^{-fifc bfe. m D (14 0 mMtftr h U 7A, 
2 mMSft^ U 7A, lmMifUA^y^A, lmMl^T^y^A, 1 OmM 
2 - C 4 - ( 2 - t Ho^yXfjW - 1 - ki^7> > -JW >X;^>^> 5 
mMh'JX (tFa+y^^W T^y^^>^ty|lWpH7. 4) fcfcJu # 
Slt^^JW* (S i gma) f'C^iHI: (Amershara Pharmac 

25 i a B i o t e c h) CD a -MG^SiUMn mM£&&J:-5 ^IflfclL- 
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h 'J OAIzWtLT 1 4 OmMOttftn U >^t?»»D^?IiJ^ffllSIKHS^P 
life. igtbfcCS lcWtii»£U fuM«fflfI« (a-MGmW 
fflt& D &^ffl£l«) & 1 ft&fc 0 1 8 0 pl L JOtL 3 7 °CT 1 0 b7~„ 

5 mm& o &&mmwwi& i^fc075^L -r^inx. 3 7 °cti^® b^ 0 1 mmm 
izmMmmmm&miki-, i^tzd 1 s 0 MLo?»fflH« (1 omM#7^ 
;w* a -MG&^t$mmw&frmmffiwo -c 2 m^Lfeo 1 Tt^fe 0 7 5 ^ l 

CDO. 2mo 1 ,/ L7K^fb±h'J^AT!«^Mb, ^CD$t£ tfP^V— b (P 
ackard) iC^L7c 0 1 5 0 u LCD^-f 9 0 (Packard) § 

10 SP^LTyMfn b, T-f ^ p >- 1/— >- a >j7 hy^i)>h (Pack 

a r d) £T^^££styl'JL7c 0 

t^felftS 1 0 0 % t bx> Iit:@Mb^cD^ligic:*5^§^^;i'- a-D-^a tf 
7 y ~> Hcom DMi^ftB b7to litMk^W^^I/- a — d — £0Vp tf 7 7 > 

15 bfc„ f0iIlig6OlDT*§, 





IC 5 0 « (nM) 


mmm i 


2 2 0 



(f«#»J2) 

t h s g l t 2 mmmimmmm 

20 1) thSGLT2 0^D-Z>mOT^^^-^©iMA 

t: hWK&^cDltRNA (Ori gene) -tV^clT^y'y-i^r—ti, 
Tigtfte^U P C RiiUffl c D N A 7^ ^7 U - SMlfc, i®cDNA7-f7* 
7U-§iitbT, R. G. We 1 1 s £>tC«fcO$B#£n£:t:hSGLT2 (A 
CCE S S I ON : M9 5 5 4 9, M95299) ©2f^6 2 0 3 9#^T©±^ 
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SE?»J£PCR&teJ;9J8*BU pcDNA3. 1 (-) (Invitrogen 

x v i fc.rn.mm t^c-tit^fc. 

2) h hSGLT2 5&£&ga«c(0«te 

5 thSGLT2M^^-^S c a I TlNfbbT*fi^DNA<h bfcit CH 
0-KlW:U^7x^y 3 >g(E ffectene Transfecti 
on Reagent :QIAGEN) CTfAlfc, Irag/mL G418 ( 
LIFE TECNOLOG I ES) CT^t^^ v >Itf£«t££fis 

10 H0ii^g'l4^b^^3l^LTCS 2-5EtU ^> 2 0 0^g/mL(7) 
G4 1 S#ffiTTJg«bfco 

3) ^^|/-a-D-^h7y->F (ff-MG) M&^ISS?£'I4©» 

9 6 MV— hCCS2-5E$3X10 m/'Kxmik b, 2 0 bfc& 
fcHX D &^®*lC#c b7c 0 H 0 i&^fflillffl (14 0 mMfiftt h U £ A, 2raM 
15 ±&fb#U^A, lmMlfb^Jl'y^A, lmMtftY^y^A, 10mM2 - [ 
4 - ( 2 - h Fo^ylfJV) - 1 - >X;i/*>'^, 5 mM h 

(hHu^fik) T^y^^>Sr^liif^pH7. 4) fete, mkMy 
^#(S i gma) t H C7^,W(Ame r s ham Pharmacia B 
iotech) <Da-MG&m^mm*lmMLt£&&5\zmfa\sXmiM\^tz.o lit 
20 m^mt^^^JlXJly^^U WzmM\s1t&. if7KCTilt|ftT l mM 

mt^^^mmi^mmmm^, mmw^m^m\z\tmti- h u v&izw 

XX 1 4 OmMOl^n U >'§^tr»^t)nA^,W^^IWbfCo Jg*bfe$ffl 

25 ^lT^&fcD 1 8 OmLJP^., 3 7 0 CTrl 0»Ibfe o |WJ — ^tfs&fe? 1 SUA 
D5Mb7t^, mDjA^-ffllSie^^^b, ifeffl WXttSll D a^iif ?t 
£ 1 Tt^TcD 7 5m LT^iPX. 3 7°C«bfe„ 1 BfF^^MiJ^ffi^W^I^S 
U 1 7^ 7c D180wL ©?»fflf!ir$> ( 1 0 raM#7^JW a -MG^tfS 
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mm. d ^mmmm.) t 2 m^fef# l fc 0 i^rcD75wL©o. 2 m o 1 , ' l ?j< 

^•fb^ h U U ^om^ny'V- h (Packard) 

fzo 1 5 0yL©7<^Oy>?4 0 (Packard) ^JPATrMfOb, T-T^ 

Dy^^-yg >^7^>^- byy°£)0>b (Packard) IZT&Mffiii. 

5 srft?iijt-fco ttmm<nMK)&&frzmm.Q&fr&&&is%\^fzm& 1 0 0 

T, liC^b^<Z)#*^^*5^S ^ a - D - tf =y J >■ F D 
SfftH bfeo liWb^ Wifi* ^Jl-a -D- >f)Vn M 7 J ^ H <DWL D 5 0 % 
la^-T-S^S (IC#) P^^h^DyMaWLfc. ^«tS7 

10 DS 7 ] 





ICsolit (iiM) 




5 8 


t£&S0i!2 


13 0 


^«J3 


2. 0 



n&i&te JzZSttl <b(D7°U H 9 >y if\ts t hSGL TJgteMFffrH 
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c 2 _ 6 r;i/-y~;i^ c 2 _ 6 x;i^~;i/*> c^x^n^rv-s, ChTj^^^^ 
c^T^jv^m, c^r)V^)V^&, ad (Ch7;ww ad 
(c m t;U3^5^) ad (c,. 6 t;^;^^-) tHn^> (c H 7J^;i' 

) & kFn^> (C M 7^=JW S> tHn^y (C,. 6 T;1/D^>0 & tH 

15 n^-> (c w 7K;W) *.n^^>- (c,. 6 r;^;i/) 

(Cn7JWW) C H 7;^*'>*J^-JU, C H 7J^+^M- 
;i/ (C,. 6 7J^JW S, C H 7^3*'>AJ^n.JP (C H ,7 , Jl-im;W X, C 2 _ 7 T 
;i/D^>'.^;i/^— ;p (C,. 6 TA-D^>') S> C„7.)V3*y*JH-Jl' (C,. 6 T;i/ 

20 *r)\rttr) & c H 7JWi^jk7^-jn, c H 7;wi/7;p*- -u- 
v-w-n (r 7 ) -z> x«atetfe3Si:bTTiaii«is^a^e>a^$n*ffijft 

OS^l-SjHWL-T^Tfecfc^TSStt^* (i) ~ (xxv i i i) T?$>D ; 



5 
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(i) c H0 T'J-;n> (i i) c 6 . 10 tu-;p-o-> (i i i) c 6 _ 10 tu-;p 

-S-> (iv) C W0 7U-^ (C H 7J^)W (v) C H0 7U-.)|/ (C,. 6 
7)Vzi^zy) (v i) C 6 . 10 T'J-;i/ (C H 7.)l4.n^t) S> (vi i) Af 
D7'J-M, (v i i i) AfD7'J-;P-0-, (ix) AtD7'J-^-S 
5 -> (x) AfD7U — )V (C H 7JWW (x i) Afn7U^ (C,. 6 T 

Jlo^y) S, (x i i) At0 7'J-II/ (C^7 (x i i i) 

C H ->i?D7J^JH, (xiv) C H y^7»-0-, (xv) C H y^ 
P7JW-S-, (xvi) C H y^/D7W (C,.^.)^) S, (xvi 
i) C„y-^D7JWP (C,. 6 T;P3^>0 S> (xv i i i) C 3 . 7 y^n7.n4 
10 ^ (C H 7)^'l/^f) S> (xix) Afn^D7.)^JH, (xx) ^t-p 
y^D7W;hO-, (xx i) AfDy^D7.W-S-, (xx i i ) ^ 
•xP>'i7DT;i'^^' (C,. 6 T;Wl/) (xx i i i) ^u>^UTJ]/^r)l ( 
C,_ 6 T;i/n^v) (xx i v) AfOy^n7W {C y .,7 )V^-)V^) S 

> (xxv) ^#M«75;s, (xxvi) ^#Mt7^; (c,_ 6 r;Mr;i/ 

15 ) X, (xxv i i) ffMt75/ (C,. 6 T;m^r>') «Xte (xxvi i i 

) ^mmmmr^y (c^yjwi-^-) m 

7K^S£WbWTfe£^C Hi X;i^!/>'S, XttC H 7J^-l/>S 

T^O ; 

u«, -o-, -s-xawr^D «au u^-o-xte-s-cmi-gr 

20 , VROT-^raBffc^-a-Tl^Vi) ; 

VH 7Xii^tbT^tfeJ;^C H 7)^k>S, c M 7.^9-^l/>iX« 

-CO-, -SO,- -C (=NH) -X«¥^TfeD ; 

tibT, 7K^^ c 2 _ 7 r;io^>-#;i/#-;i/^ c H0 7'J-^ (c 
25 I _ 7 T;un^r>'*;i/^;u) s, ^.n-5;i/S> -R A > -corn -so 2 rn -co 

N (R c ) R\ -CSN (R c ) R\ -S0 2 NHR%i-C (=NR E ) N (R F ) 
R G T&D ; 

R\ R\ R c B^R D te, $OiCT, 7K^^P> Tf3»J&S#/3 ^&^£tV5 
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f£lCCDS£ 1-5 mm LT^Tfecfc^C ^yji^-jm, xuTtm&m^ a 6H 

^SnS^jftOSSl — aOWbTViTfe^^TIBflMftS (xx i x) ~ (xxx 
i i ) X*& 0 ; 

(xxix) C H0 7'J-;H^ (xxx) ^DT^-JH, (xxxi) C 3 . 7 
5 ^^D7J^;HXtt (xxxi i) ArOy^n7Jl4jH 

it 

r u -m;^^75/s, TiBfij&sse £ a> & a^$ns^3K©ss i ~ 5 m 

l — SfWbT^TfcJ^TfBSi^S (xxxi i i) ~ (xxxv i) T&D ; 
15 (xxx i i i) C H0 7'J" Jl/S, (xxx i v) / \tD7 i J-^S, (xxxv 
) C H y^0 7.)^Jl'SX« (xxxvi) AfDy^D7^M 

R E -. R F Rr/R c ^> i2lT, zKSSliC^ y77S> .^.^/t^E-f JUS, C 2 _ 7 T 
iyjm, C H 7Jl/3^y.*J|/^JH, C 6 . I0 TU-;i/ (C M 7^3^v'*;^-^ 

20 S, X^TIB«^Sl¥/3^6jliR^n^f£^©S^ l~5f@WbT^T : foJ:V^C 1 . 6 

25 q«> -c,_ 6 y;i^ix>-, -c 2 . 6 T.n-imk>-, -c„7.)i4-i,>-, - 
c,_ 6 y;i^v>-o-, -c,. 6 T;i/^rW>'-s-, -o-c,. 6 t;^1/>-, -s 

- C ,. 6 T;i/^ W > - , - C { . & T)V*c U>-0-C ,. 5 7.'l4 1/ > - , - C K 7A4 V 
>-S-C^T)V3rV>-, -CON (R 8 ) -N (R 8 ) CO-, -C X .,7)V 
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^■Uy-CON (R 8 ) XS-CON (R 8 ) - C t . 6 7 )]s*U>-T*fc 0 ; 

T^^n^MD, ftu^\ tK^m^ 7Kti, 75/s, ;\D^>j|f, c,. 6 

tj)i-n=E^)vm, tyxtiy (c N 7JWW 75;s, ad (c,_ 6 t;1/ 
«> kFn+y (c,. 6 r;^;i/) yy; (c h t.^jw 
>- (c,. 6 7;W0 S> c 2 . 7 T;pn^->^;i/^-;i/ (c,_ 6 7;M^) xdw^ 
-ijv (c H 7;i4;w l> 75/ (c,. 5 t;i^;w & t/xtiy (c,. 6 t;i^;|/ 
io ) 75/ (c,. 6 T;i/^;i/) S> ad (c H 7;i/a+y) a, tHn^y (c M 7;i/ 
d+>-) (c,_ 6 T;i/n^v-) c 2 _ 7 t;V3^#;^-^ (c,. 6 

T,n.o^rv-) ^I/A^e-OI/ (c,. 6 T;Pn^v) 75/ (c^T^n^v-) 
t/x^y (c,. 6 t;1/^t;w 75/ (c,. 6 T.^n^v-) c H y^P7)^ 
;t-s> c 3 . 7 ->y>p7^^;p^v^ c H y^Dmjp (c,. 6 t;ww x 

15 ttC H y^o7Jl4^ (C,. 6 T;i/P^v) STSO ; 

R^U^R 3 ^ ^SlLT, 7K3HM^ 7m&s 75 /S, AP-ir>M^ C,_ 6 7 

c,. 6 7^3^>a, y7/l, ^j;^^yS> c 2 _ 7 7;UD^>-;ft;i/fc 
)vm. fj)vn^)v^ t;xtiy (c M 7;ww 7$/i, ad (c„tjv* 
)V) tHp+y (c,. 6 7Ji4JW s> ->7/ (c,. 6 7;i/^;w a, #;m^> 
20 (Cn7Ji/*;W -S> c 2 . 7 7;pp^F>-^ji/#n;i/ (c,. 6 7;i/+;i/) s> #;i/A^:-r 
a- (c,. 6 7.w) s> (c,.,t;p^;w t;xtty (c H 7;^;w 

75/ (C,. 6 7JV^W AP (C M 7;i/P + >') S> tFD+y (C,_ 6 7;iO 

#;i/tf^> (c,. 6 7.^p^r>) c 2 _ 7 7.^o^v^;i^-;^ (C,_ 6 7 

;|/D^» S> ^l/A^E-f ;U (C,. 6 7^P + v) 75/ (CmT^n^rv-) * 

25 > ^e/x^v 5 (c H 7;i4;w 75/ (c ,. 6 7;i/p+v) s> c H ^D7;i4;i/ 

C„y^D7MM+yS, C H y^D7,TO (C H 7JI4JW S, Xte 
C H y^D7» (C,. 6 7;i/P^-» ST»t) ; 
A'tt, CX SXteNR'T&O ; 



WO 2005/085265 



PCT/JP2005/004152 



82 

E 2 




(G-l) 



(G-2) 



10 CS&SSM) 

/\ay>jie\ zR^a, c H 7J^;n, c,. 6 T;i'3^vS> /no (c 

W 7;WW AD (C H 7Aa + y) hFD + y (C H 7;14JW S, C 
2 _ 7 TA-n^v'^;i/^-;p (C M 7;14^) tFn+y (C H 7Jla^y) & 
75 7 (C N 7.TO) 757 (C,. 6 T;io^'» X, ^7X«y (C,. 6 T.^ 
15 3f;i0 75 71, tyXfty CfcHn^y (C H 7iWW ] 75 7S, C,_ 6 y./I/ 

^rji^ji-frs-ji-m, c x . 6 t)v^)V7,)v^)vt^. /«> c IHi x;wi/x;i^:=:;i/7 
^-r;i-'S> ikzs— con (r h ) r 1 

20 ;\ny>If> 7K^S, 75 7S, C^TJVn^m, C H 7;i4iWl, An 
(C,_ 6 T;i/n^>0 m> 7ND (C,. f 7JW^t) S, hHD^y (C,. 6 T;Pn^- 

kh'D+y (c,. 6 t;^;^^-) S> 7$; (c,. 6 y;io^v) X5 
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j (c,. 6 7;v+;^t) t;x(iy (c,. 6 t;1/^;W 7^;s, t/xtev c 

> ? (C H 7.JI/^W ^WHS, t/XSy (kHP+y (C,,7J^JW ] <^V- 
-THS, t/Xt^ (C H 7W) XJl/Xy^FS, tyx^y CfcFD+v' ( 

5 c,_ 6 r;Mr,>k) ) x^y^ Fm c 2 _ 7 T>';^y$ys> r^y (c 2 . 7 t>-j1/T^ 
y) S> c,_ 6 7;wi/x;p*~;i* c,. 6 T;wi/x;i/fc;i/T^y», tuw^ 

(C 1 . 6 T.n^;i/X;i/^n;^T^y > ) ^J^+yS, C^7)Vn^yt})V^ 
-CON (R H ) R\ &Z£M$mM&ffiafr%m$iZnz>13:m(DM%:l~ 
SfEIWbT^T&J^TKS^S (xxxvi i) ~ (xxxxvi i i) ; 
10 (xxxvi i) C 6 . 10 TU— (xxxvi i i) C H0 7'J-Jl/-O-, ( 

xxx i x) C 6 _ l0 TU-;i/ (C,. 6 y;i0^rv) (xxxx) C 6 . 10 TU— )V (C 
H 7J^J^t) (xxxx i) /xxa/U— (xxxx i i) 'V^D 
7'J-Jk-O-, (xxxxi i i) C H y7P7Jl4;H, (xxxxiv) C 
H y7n7.)l4,^-0-, (xxxxv) Afny^P/MiH, (xxxxv 
15 i) ^fPy^D7.W-0-, (xxxxv i i) J3lljt5*;75 /SXte (xx 

xxv i i i) ^mmm^r^ym 

©S^l~3fS#bTViTfe^V^C,. 6 T;W^l/»"e$.§^ ; ifcwa 

20 l ~3f@WbT^T^J;^li|^7^y»^^)5}cb ; 

APy>Hf, 7Km*, 75/S, C^T^n^rV-^ AD (Cn^^^y) * 
kFP+y (C x _sT)Vu*i/) 75 7 (C^TJln^is) t;X«y ( 
C,. 6 T;^A') 7571, t/Xtty [kFP^> (C,. 6 T;i/^W ] 75 7S, 

v ctFD^>' (c h 7jww ) !)whs, ^E/xte^ (c,. 6 r;wi/) xji 

775Hi> t/Xtiy ChHn^y (C,. 6 T;I/^f;I/) ] 7Jl^7 7 5Fl, C 2 . 7 T 
yH'75 7l, 75 7 (C H 7yJl'75/) C,. 6 T;l'^r;l^X;i'^n;i/», C,_ 6 
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R') R K 

5 Aoy>if> tK^s> 7^;s> c,. 6 t;i/^;i/& c^tjio^vS, ap (c 
,. 6 t;i/^;w a, ad (c H r;w^i/) a, th'n^> (c h 7jww c 
,,7;^^^*j^-.)i' (c H 7.)WW & tFD+y (c,_ 6 t;io^v) a, 
r^y (c,_ 6 7;Mr.nA L 75; (c,_ 6 y;yp^» i, tyxa-/ (c,. 6 t;p 

75/1, t/Xtty CfcFP=^> (C,,7J^.)0 3 7^;S> C M T;i/ 
^JUR^-CON (R J ) R K 

r^^rhs, tsit, ymm^, xwmm, 7^;s, t/xtty (c 

M#^*S^bTl»^-rsS3»f^t*C 7KtS> 757S, ^E/Xtev (C 
h6 7JWW 7S71, C H 7^Hi, tFD^y {C ^7 )V) S, C 2 . 7 T 

/^^c jvm^mn^n^iiiMom^ 1 ~3fitbx^Tfej;v«^75ys 

20 ^fSEto. 

2. Q^^U->S> X^l/>S, -OCH 2 -, -CH 2 0- -SCH 2 - 

x«-ch 2 s 1 tm<Dm&^nmmm*&tcte^(DMwmM 

25 l^W$ta§E t^ra^©7°nH7 7^o 
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)i>&> c 2 _ 6 r;k>--;i/g, c 2 . 6 r;u^-;ua, c^yjvn^-^m, c 2 _ 6 x;i^tp;u 

AP (C,. 6 T;i/P^v-) S> ap (C, 6 7.)V^J^t) S> hHD+y (C,_ 6 7;W 
3^) I, hHn+y (C M r;i/drn;u) S> hHa^> (C,_ 6 y;i/P^» 
5 ttt HD^> (C H 7;^JW) ST^§, if^lI2mcDli^-^P^it«f* 

7 . G^5$ 




10 OH 

s . fi^is i~7 ©Mn^ta«ccDii^^^pii^f*^fe«^-cD^a^(cH^ 

15 9 . fflfc&Jg 1-7 ©^IBi^'NTPWft^fd^oil^Wt:^ 

10. SGLWSGLT lWXtiSGLT2tfe§, if sfclg 9 IB«fe© t 
hSGLTffittfim 
20 11. &&MjimfflMM'V$>&* if^3g9|2mot: hSGLTigttfflftSI. 
• 12. «Jk^^lST^^acD^P^X«^»jT^o> if5f<Ig 9 fB«C0h h 
SGL T^'ffilfi^Jo 

i 3 . Mikmmzmm?z>mm^ mmm. mmmmn, mmm&&tim* m 



WO 2005/085265 



PCT/JP2005/004152 



86 

1 e . nmnmmmm^^ > m^m 9 um<D t h s g l -re&issaj. 

1 7 . mMm i~7 oMn^^fBrncD^^D^M^^fe^cD^a^^j 

io is. (Di^n^ztmom^^nmmmi^rzu^omm^m 

2 o . m^m i ~ 7 (^Mn^iciaifeoi^^^o^ig^s^^^a^^ 
20 mm^m<ommm^(Dmf^f^mo 

2 2. iiSlfo|»!!fc{;:jgHT£^ 

25 <zx i ~ 7 ©^n^^ssm©^^xa»i^s#*fe«^cD^a¥w^w^ 

2 3 . issim^jgHf s^jsa*, mmm, mmtmi%, mmm^mm, m 
mm, ^>,xu>ii, mmmitm, m^v-y^u—n^m, iShu^'utu h 
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o 

25. -r >x u >i«sffi«J3sai, «p^Ria«> tf -yx^-r Fm> < >x u > 

£«§3tlg, SGLT2 ?£t£[fi«m >X U >XfcW >X U >lff»> ifM rf 
>g«7 >^n*-X F> -f >X U >^#^- tMR^, F U ^y^> ; JP^-7° 

10 tfi immm. v^y^n^y^y— if 1 vm&m. yu^y^-u^y 
^^4-^— if- 3 mmm, ^;k*^>#^^h - 1, ^k^^^i^x^F 

15 1 -y.Jk^n^tl^y^F-lT^-Xh, 75U>«^ 

>W>^3-Xh, te^H^NF-zcBRa^ i&K«ft:^ia«^> Af— 
Tiz^Hb - a - U > ^ h - T F - V^tttf—M mmn, <i >'X U 

jfcftH^S #;i/~^>0§$Mfc> 7 U 5 - 1 HP + y- 1 -^^t^> F-< 
X EGB-76L fcf^D^k 7sD^vF\ Y- 1 2 8, ±%SM* ; MTM 

u ix-xx-cr — jvmmmm, u a°— if mmm, s^d v- a f u 7* utuFh7 > 
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5 tDisz/VAiffim* !tmm&'\mj±m, ^wmmmmm, ^mm^m, a 2 

& «fc x$m.T)VK u KM** z & d mn z ns < t % i som^js*a^-& 

2 6. «r >x u >m^mmm, mmxmmm, e^y^ -r >x u > 
io ^{Eit^, s g l t 2 mmmm, -r >x u >x«-r >x u >is», w# rf 

- ^x ^ t vmmm* y^-? i — x - ex*x 7 7 mnm, tr;nf >m 

1 3f >tl^7^ F - 1 XP-X K 75'JX T 5 U >SS», 

20 >W>^i-Xh, (E^BfNF-KBIii, fl&Miim^^^lM^, A/"— 
T-fe^;Wb- at — U F-T>y H- v^^y— tfia*^> -f >X U >#^S 

>\ EGB-76L tf^D^k XUf^>F, Y-128, ibHlt $TI£ 

25 , t HP^^^;i/^;^u;urix>^AAji7cB5*Ra*ie, x^x^-h.^b 
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XT t-7°u^ >m.mm^ u^xy>~ \m&M> tu\^^>/vv^b^)Vh 
7>xyx.7-^mmm. ^^yuy^mmmmm, mitmv^mm^m^mm 

5 ymmmmmm, ^xxn^xw-ifia*^ yyv^yyyi i^m* 
mm. x.y\ i ±vy%mmmm.mm, x>Ftu>«$7>^^h, mm. 
m, X)i>yy&itgffiM, smwm'\mmm> imnmmmm. ^mmsm, « 2 

io m$v%9mm<Dt. hsGLTiswm 

27. -i* xx u >i®g&Ji3!S2& tr^T^ hh, -f >x u > 

SGLT2 ffimSMM, -f >X U XXte-f xx u >is»^ w# ^ 
>S§#7 XX X h , -f XX U X§^#:^— fcf^ij^, h U ^y^XV^X 0 

^•X-tfi ^x^;i^x°^-ii i via^m> yp^x^oxx 

15 *X77^- 1 PX>*X*U 7— m*H, ^Jl/P-X- 6 

-fcx7T-5 7 —¥m.mM, x;i/x i — x-trx^xxT^— ifia*^ tf;nfxm 

ft Hp ^r^-ifia«m> ffWr^Mm D-*K P</X1 — ;k if'jny x 
1-Sfi»> ^^>i^K-17^h, 75'JX 75U 

20 75u>7n'-7h, h— xiS7n^ia$^, h*m»^is^> 
>w>^^xh, ^h^nf-kbpj.^, ^M«w*ia«> n- 

■ T^J-Mt - a - U > ^ h - 7 y v H - v^X^y-if ffl»gg, -f >X U 

25 f&SH^ tui^ymm^s ^u^x, 5-hFP*>'-i-^wi'b^xh-r 

X, EGB-761, tf^EXP^k. XDr+yF, Y-12 8> ±i&^ }&T£i 
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skmm^imsm, &&mmmm$&> *mm%j£M. a 2 
10 —7 fi^u >^#:t^-x k trtifn./«^> mtk&mmm. mmwmmm 

28. -i >x u ^g^it gam tf^r^-r < >x u >• 

^ffiitHI, S G L T 2 ©ttPE^IS* -f >X U >Xte-f >X U >IM», W# 
15 >g^7>^3'-7 h > -r >X U >SW#^:r— if»l!^ h u ^y^-vvu^y 0 
if I I ^^v^W^^-if I vm.WM. yaf^>fD'» 

*X77^ — fcf- 1 BISSm nr>*7^U ^-iflfiSH, £01/P— X- 6 

20 ^nm^^— if - 3 mmm, 3>m^7°^ h - 1 > i^i^ =f h 
>w>^^h, kwnf- k Bmmn. mnmmimmmmm, n- 

25 7±^Mt -a-U>^h-7y-yF- V^Tf^-P—M >X U >fMfi 

# ^l/-^ >!i^#, -7 U 5-hHa^y-l-^jl/b^'>h^ 
X EGB-76L fcf^D^k 7Df»K> Y- 1 2 8, ±mM. iMTM 
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n u^u-jimnAwm, u a°~ s^ny-Ah u ^ u -t u h h ^ > 
^>x^x^-if[a§^ x^Ti/>'gr^mia§^> fgtbsu^es^^ 

io ji^m x > K-fe u >^#*ia$^, x> H-fe u >^{*t pxx h , mm 
m, tu^uA^mm, M.mm&'\msm, zsmmmmm* ^mmizm, a 2 

15 Wttfeo 

29. -r >x u >mg&Mffim. mmnmm, tf^x±-r hh, -r >x u > 

>&mt7 y$>-d~7, v > -r >x u iff h u ^y^>-;p^y 

if i immm, s^y^vvi^w-if i vram, ^p^>^o>-> 

20 ztvX ^ r^— if- 1 B m&Ms t? x ) 3y>*X*U 7— iflfi*2& - 6 

rt HDy^-ifia^ fffi*8r£K&«Si, D-#-fcK /^l — ;k ifijny> 
£/£f*3tfr:J— if- 3 MRUS, p>ti^y^ H - 1 , #)Vt> 3>m^y°^ H 
1 -|f«*> P>1t^y^ H - 1 7^-7 h , 75'JX 75'J >iM»> 

25 T5U>TrfxxK F— X«7C#*MFlk -7°o 
T-O^-ifCia*^ r-7^y«§#7>^3^Xh, thU^Aft 
>W>^^h, ^H^NF-kBIS*^ A&ftifiRft;#«l&S& N- 
7^Mt- a- U h-Tv-y H->^X°^^-if|a^, -f >X'J >«S 
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X EGB-76 1, tf^n^k xn^v-F, Y-128, ±1MM. >MTM 
5 /3 3 - T H I/^-U >^l*T^fxiX F , 7 v-;lox>if-T AA : n 1/XfD 

n kX^n-^M^M^, U A— t:IM«3i> 5 % a y-A F U >? UtUHh7> 
7>X7x7- t?l£#2k X#7k>^J&Il^t|fl#^ fSI:blU^eft« 

io m, ~n?->mmm<*, mn-m^mm, ^-bvy^mmmb^>x^-^-m. 
mm, n^rp- .)px.7,^iimm^>/^mmm, stmmm, t>-v^>>- 
y^mmmmm, ^x.>b^y°^^-^mmm, T>>-^>v> r ism 
fttam, x.>^v>mmmmmmm> x>Htu>»7>7^xh, fijm 
a, 7^;i/v^A^*nm> jtmiaim&m. zzymmmmm. ^mmsm, a 2 

15 -7 F 1/7" U >fM77^7 Ml/him ^m^^lM»^> 

fee 

3 0 . ^ffijfiLiSFWJffl^Emm^Sr^f^^fe©, (A) ff^ 1 ~ 7 

20 cD{Rm;wcfBm©,i^^n^ <&wz 
s/yj-^ m, <i >x u y-'Mmmm, s g l t 2 ^msm >x u >x«< 

>J7 U >IS»> :=f >^#7 >^ rf-X h> -f>7U >^®fa*j—1£m 

mm, b u ^^^vL^y^^-- if 1 ie&^£> ^y^^^y^-if 1 via 

iflfi^ X- 6-*77 T^— bfffi*^ 1 — X-t:7s^7,^T 

-r y >- h-;k ^ u HT-'^ii+T-- £ - 3 mmm, t?M ^>m^y°?- f - 
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i , i/ji^^ym^y^ H i -mmfo> -!f)Vti^ym^y°9- f - 1 xp-x k r 

-b^iS.mH^ ffifSfifcBH^ #;l/X^ r >U>'>> 5-bFn+ 

5>- 1 -^;i/b^> h-f >> EGB-76L H^D^k XDf^yF, Y 
-128, iLJIli, ?HT5^ t HD4 1 >'^5 : -;i/^^^UA'3X>'lf-i > AAM7U^ 

io mmm, y^y^—vm^m, ^-7Fi/tu>»7^-xh, r>;io 

X>+P-TAA : nw-x-xD— ;wTv-;i/*K^^Ra^> yp^zi-;K ¥W 

tui-^y/vm h^jib^yxyx.?— nmmm. xyTuy&rfmmmMM. 

yv^y^y i i &&m&&m> x> F-tu >«^mffi.«m, x> n-feu >s 
^T>^^xxh> fiMiii> ^;i'>"^Afe*n:m> jfc^ratWEE^ 

20 mm, <PUim&M. a 2 -7HI/t'J>^7a-Xh, #ilfa./«il> 

^fciecD^j^^fflc 

. 3i. &m&mz&m?%mm<D^Mx}tmmm<Dmmmfcw&Mm?ztc® 
(a) sf^ig i~7 <Dmftfrtemm<Dm&^nmmmfo^fc.te^(DMm^M 
25 w^^n^^ ^tewi v?yy\ (b) -r>xu>^fetf 

^> -r >x u >x«-r >x u >m*fa> y*n<£> ^y^m^-T >-y k < > 
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1£ I vm&M. y°n~r-1 yj- a y >^x 77^ — If — 1 B ram 

mmmm, d— j*kpiv-> h-;k nyy^mm^-^- 3 

J- V- 1 TP-X K T5. U >\ X 5. U >M*> 'J >7^X K T.'V F— 

y@#^^*T>^=f— X K ^" h U tfA^ >^Ay >^zfnx <£9B 
fN F - k B IS«H> JM j«fbSIStGi.«lj£> N- T±^-Mt- a-'J>7h-7 
10 ~> v F - ^^y^^-iflS*^, >X U >tS^ftH^- I > i^h&El33feJ&gH^\ 

Uy>\ 5-hKD+y-l-^fJk^>h<>\ EGB-76L tf^n^E 
;K XPf^>h\ Y-128, iti&^ vIT^, t 

15 7^ 7->;wnx>-tf-r aa : n uxfo-,^7 v;i/X$5#B?itis.$i!£> 7° 

—ammm, $^nv-Ahu ^ ut>jHh7>x7 7-7°UT^ >k&#3s, u ^ 
^->y^— tfis«^> #;i/x^>/\°;i/$ K;n>7>x7i7- tfia^> x^y 

7^#—v®mm> yy-y^yyyi i&m&g&m* x.y\z-tvy$mmmm. 
mm, i>Ftu>»7>5'3'-xh, mmm, tui^y^Ai^tm, 
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&M**rti*><D7B H 5 y 7\ 43«fctf (B) -f >X U >iSgi«?m 

vmmM, h u ^t/^;i/^t/^-- if i i i?^y°^n>^ 

5 y 0 ^-^— if I V |M#S£, T-f P > 77^ -if- 1 B if U P 
y>'^X*U ^-iflfiWI^ ^;l/n-X- 6 -TjsX^r^-iflS^^ 7J1/^ h- 

x-Hx^x^r^-iflfl^m tf;nf>^tFDy^— ifia^, j«§t£IS 
D-7j-rn-r/>'b-;K ^uny>^^^-if-3ia«m> w# 
^>tn^77°^ k- i , ifjvti^>m^y°^- h i -is», -yjkfrxf^^T/^ h- 

10 I7n f -XK 75 'J >, 75U>W, 75 U >T K T.^K-XMtc 
^|5i*m> ^DfO*t- ifCIMSm r-757 

Wgf#:7>^^7 l K jr h U -7/A^-V >'^Jl'7>^^7 K tS?S?NF 

15 «S*^cSH^S»> ±^ii?SH^> ^;l^^>HI#^ 7'Jy 

>\ 5-hFP+y-l-^^t7>h^X EGB-7 6 1, t'^D^k 
XDf^>F, Y-128, ih^> JITS, tFD+y^f^WJJI/ni> 

XX K 7yJ^X>if^AA: 3 l/X^D— ;|/7 7/D7/ 

S.yuV— Ah'J^Ut'J F h^>X77T-77°u-x-r >|5E*S, U^v' 
y^— if|M*^ #;kx^>/\°;i/5 h-f;i/h^>x^x^-ifiaw^ X^Tl/> 

thU <77 A^tSffiffm h 7 >X#-^— lfi«3i£, P l/XTD-Jl^XXriVW > 
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39.1(iv) / to search. 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
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□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/0 04152 



1) The structure of the compound cannot be clearly grasped from the 
term "prodrug" used in the claims. As a result, the compound and the 
subject maters concerning various medicinal uses of the compound are 
unclear . 

2) The compound of claim 1 is described in the Markush form so that 
choices can be multiply made from among specific subst ituents . As a 
result, the number of choices is vast and claim 1 lacks conciseness. 

The compounds which are supported by the description in the meaning 
of Article 6 of the PCT and disclosed in the meaning of Article 5 of 
the PCT are limited to an extremely small part of the compounds claimed. 
The compounds having such vast choices or the whole medicinal uses of 
the compounds are not considered to be disclosed in or supported by the 
description. 

3) From the term "diseases attributable to hyperglycemia" used in 
claims 12, 22, and 31, the range of such diseases cannot be clearly grasped . 
Furthermore, diseases, e.g., hypertension, are generally caused by 
multiple factors. Consequently, even when the statements in the 
description and technical common sense are taken into account, persons 
skilled in the art cannot understand that the medicine of the invention 
is effective for all these diseases. Moreover, persons skilled in the 
art cannot understand that all the wide range of compounds claimed are 
effective for the medicinal uses. 
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